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Pahel, Lisa

L e —
From: Kraft, Erik
Sent: Monday, August 27, 2018 7:54 AM
To: Kristen Hundt
Cc Holloman, Rachel; Pahel, Lisa; Unnikrishnan, Manjula
Subject: RE: Status of efficacy protocol review for EPA Reg. No. 36864-1

Kristen,

Per Lisa Pahel’s email {Thank you for your email. Can you clarify if what you sent was the protocol review you plan on
submitting to the Agency? | forwarded your email to the efficacy and HSRB reviewers and what was provided would not
be sufficient. Here’s a link to a recent HSRB review EPA did for a tick repellent, while it's not the protocolitself, it should
give you a sense of the level of detail we need: https://www.epa.gov/sites/production/files/2018-

04/documents/la. ole tick repellent protocol science and ethics review final 3-30-18.pdf} your protocol wasn’t
acceptable. Do you want to setup a time to discuss what you have submitted and what needs to be changed? If you
give us some dates we can schedule something to keep this moving forward.

Thanks

Erik Kraft

PM 24
703-308-9358

From: Kristen Hundt [mailto:khundt@humco.com]

Sent: Friday, August 24, 2018 3:37 PM

To: Kraft, Erik <Kraft.Erik@epa.gov>

Cc: Holloman, Rachel <Holloman.Rachel@epa.gov>; Pahel, Lisa <Pahel.Lisa@epa.gov>; Unnikrishnan, Manjula
<Unnikrishnan.Manjula@epa.gov>

Subject: RE: Status of efficacy protocol review for EPA Reg. No, 36864-1

Good afternoon Erik,

Our leadership team has decided to move forward with the study, so that an acceptable protocol for the efficacy data
can be submitted, ultimately working towards reregistration.

Kind regards,

Kristen E. Hundt, CPhT, RPhT

Humco | Pharmaceutical Resource Center
201 W. 5% Street, Floor 12 | Austin, TX 78701
+1 512 474 7400 Office

+1512 474 7414 Fax

+1 727 510 6547 Mobile
khundt@humego.com

www.humco.com

CONFIDENTIALITY NOTICE: Do not read this Email or any attachments if you are not the intended recipient. This Email
and any attachments may contain confidential, privileged information. The disclosure, copying, and/for distribution of
any of the information contained in or attached to this Email by anyone other than the intended recipient is strictly
prohibited. If you have received this Email in error, please contact the sender and delete and destroy any hard or
electronic copies. Thank you.



From: Kraft, Erik [mailto:Kraft.Erik@epa.gov]

Sent: Thursday, August 9, 2018 11:33 AM

To: Kristen Hundt <khundt@humco.com>

Cc: Holloman, Rachel <Hplloman.Rachel@epa.gov>; Pahel, Lisa <Pahel.Lisa@epa.gov>; Unnikrishnan, Manjula
<Unnikrishnan.Manjula@epa.gov>

Subject: RE: Status of efficacy protocol review for EPA Reg. No. 36864-1

Kristen,

The Agency needs a decision before that time. Our goal was to complete the reregistration by the end of September, as
we’ve been discussing this action with your company since last November. Please discuss with your management and
provide an answer within the next week as to whether you plan to continue the reregistration process or to cancel the
product.

Thanks
Erik Kraft
703-308-9358

From: Kristen Hundt [mailto:khundt@humco.com]

Sent: Thursday, August 09, 2018 10:06 AM

To: Kraft, Erik <Kraft.Erik@epa.gov>

Cc: Holloman, Rachel <Holloman.Rachel@epa.gov>; Pahel, Lisa <Pahel.Lisa@epa.gov>; Unnikrishnan, Manjula
<Unnikrishnan.Manjula@epa.gov>

Subject: RE: Status of efficacy protocol review for EPA Reg. No. 36864-1

Good morning Erik,

Thank you for your guestions. The end of Q3 date is September 30, 2018. By that date, our leadership team will decide
either to submit an acceptable protocol for the efficacy data and continue towards reregistration or cancel our product,

Kind regards,

Kristen E. Hundt, CPhT, RPhT

Humeco | Pharmaceutical Resource Center
201 W. 5" Street, Floor 12 | Austin, TX 78701
+1 512 474 7400 Office

+1 512 474 7414 Fax

+1 727 510 6547 Mobile
khundt@humco.com

CONFIDENTIALITY NOTICE: Do not read this Email or any attachmentis if you are not the intended recipient. This Email
and any attachments may contain confidential, privileged information. The disclosure, copying, and/or distribution of
any of the information contained in or attached to this Email by anyone other than the intended recipient is strictly
prohibited. If you have received this Email in error, please contact the sender and delete and destroy any hard or
electronic copies. Thank you.

From: Kraft, Erik [mailto:Kraft.Erik@epa.gov]

Sent: Thursday, August 9, 2018 6:37 AM

To: Kristen Hundt <khundt@humco.com:>

Cc: Holloman, Rachel <Holloman.Rachel@epa.gov>; Pahel, Lisa <Pahel.Lisa@epa.gov>; Unnikrishnan, Manjula
<Unnikrishnan.Manjula@epa.gov>

Subject: RE: Status of efficacy protocol review for EPA Reg. No. 36864-1




Kristen,

What decision is going to be made by the end of Q3, and what is this date? You have two options: submit a protocol for
the efficacy data and continue towards reregistration of the product or cancel your product. The protocol as it currently
is, is not acceptable. Please advise us what your company plans to do.

Thanks
Erik
703-308-9358

From: Kristen Hundt [mailto:khundt@humco.com]

Sent: Wednesday, August 08, 2018 10:08 AM

To: Kraft, Erik <Kraft.Erik@epa.gov>

Cc: Holloman, Rachel <Holloman.Rachel@epa.gov>; Pahel, Lisa <Pahel.Lisa@epa.gov>; Unnikrishnan, Manjula
<Unnikrishnan.Manjula@epa.gov>

Subject: RE: Status of efficacy protocol review for EPA Reg. No. 36864-1

Good morning Erik,
! spoke with my senior leadership team and they will make a decision by end of Q3.

Kind regards,

Kristen E. Hundt, CPhT, RPhT

Humco | Pharmaceutical Resource Center
201 W, 5" Street, Floor 12 | Austin, TX 78701
+1 512 474 7400 CHice

+1 512 474 7414 Fax

+1 727 510 6547 Mobile
kKhundi@humco.com

www.humeco.com

CONFIDENTIALITY NOTICE: Do not read this Email or any attachments if you are not the intended recipient. This Email
and any attachments may contain confidential, privileged information. The disclosure, copying, and/or distribution of
any of the information contained in or attached to this Email by anyone other than the intended recipient is strictly
prohibited. If you have received this Email in error, please contact the sender and delete and destroy any hard or
electronic copies. Thank you.

From: Kraft, Erik [mailto:Kraft.Erik@epa.gov]

Sent: Tuesday, August 7, 2018 12:29 PM

To: Kristen Hundt <khundt@humco.com>

Cc: Holloman, Rachel <Holloman.Rachel@epa.gov>; Pahel, Lisa <Pahel.Lisa@epa.gov>; Unnikrishnan, Manjula
<Unnikrishnan.Manjula@epa.gov>

Subject: FW: Status of efficacy protocol review for EPA Reg. No. 36864-1

Kristen,

Following up again on the emails and phone call trying to get in touch with you about your protocol.

Thanks

Erik Kraft

PM 24, FHB, RD, OPP, EPA
703-308-9358



From: Kraft, Erik

Sent: Wednesday, August 01, 2018 7:40 AM

To: Kristen Hundt <khundt@humco.com>

Cc: Holloman, Rachel <Holloman.Rachel@epa.gov>; Pahel, Lisa <Pahel.Lisa@epa.gov>; Unnikrishnan, Manjula
<Unnikrishnan.Manjula@epa.gov>

Subject: RE: Status of efficacy protocol review for EPA Reg. No. 36864-1

Kristen,

[ am emailing because we haven’t received a response to this email and we need to continue to make progress on
reregistering this product. Have you had a chance to ook at the link that Lisa Pahel sent you? If you need further
guidance on submitting an acceptable protocol, | can setup a call to discuss further.

Thanks

Erik Kraft

PM 24, FHB, RD, OPP, EPA
703-308-9358

From: Pahel, Lisa

Sent: Wednesday, July 11, 2018 1:17 PM

To: Kristen Hundt <khundt@humco.com>

Cc: Kraft, Erik <Kraft.Erik@epa.gov>; Holloman, Rachel <Holloman.Rachel@epa.gov>
Subject: RE: Status of efficacy protocol review for EPA Reg. No. 36864-1

Hi Kristen,

Thank you for your email. Can you clarify if what you sent was the protocol review you plan on submitting to the
Agency? | forwarded your email to the efficacy and HSRB reviewers and what was provided would not be sufficient.
Here's a link to a recent HSRB review EPA did for a tick repellent, while it’s not the protocol itself, it should give you a
sense of the level of detail we need: https://www.epa.gov/sites/production/files/2018-

04/documents/la. ole tick repellent protocol science and ethics review final 3-30-18.pdf

We are happy to set up a call to discuss further. Would any of the below times {in EST) work?

Wednesday July 18: Between 12-1pm or 3-3:30 pm
Monday July 23: 10:30-11:30am or 3-4pm
Thursday July 26: 10-11am or 2-3pm

Thanks,
Lisa

From: Kristen Hundt [mailto:khundt@humco.com]

Sent: Wednesday, July 11, 2018 11:04 AM

To: Pahel, Lisa <Pahel.Lisa@epa.gov>

Cc: Kraft, Erik <Kraft.Erik@epa.gov>; Holloman, Rachel <Holloman.Rachel@epa.gov>
Subject: RE: Status of efficacy protocol review for EPA Reg. No, 36864-1

Good morning Lisa —



| have coordinated with our IT Departme.it to have the guidelines implemented. | hove attached the study protacol
provided by lohn Trimble, Executive Vice President, Innovation.

Kind regards,
Kristen

Kristen E. Hundt, CPhT, RPhT

Humeco | Pharmaceutical Resource Center
201 W, 5" Street, Floor 12 | Austin, TX 78701
+1 512 474 7400 Office

+1512 474 7414 Fax

+1 727 510 6547 Mobile
khundt@humco.com

CONFIDENTIALITY NOTICE: Do not read this Email or any attachments if you are not the intended recipient. This Email
and any attachments may contain confidential, privileged information. The disclosure, copying, and/or distribution of
any of the information contained in or attached to this Email by anyone other than the intended recipient is strictly
prohibited. If you have received this Email in error, please contact the sender and delete and destroy any hard or
electronic copies. Thank you.

From: Pahel, Lisa [mailto:Pahel.Lisa@epa.gov]

Sent: Monday, luly 9, 2018 10:52 AM

To: Kristen Hundt <khundt@humco.com>

Cc: Kraft, Erik <Kraft.Erik@epa.gov>; Holloman, Rachel <Holloman.Rachel@epa.gov>
Subject: Status of efficacy protocoel review for EPA Reg. No. 36864-1

Hi Kristen,

Can you provide an estimate for when you plan to submit the efficacy protocol for EPA Reg. No. 36864-1 to the Agency
for review? Closing out these sulfur reregistrations is a priority for the Agency.

Additionally, | believe | figured out the reason why your emails to me have been undeliverable. | sent you an email last
week, but please see and implement the following guidance: email messages coming from outside the Agency running
TLS 1.0 will not be delivered by AT&T to EPA. If any of organization or any business partners or individuals that you work
with are having problems sending emails, then it's recommended that you provide them with the following NIST
Guidance and look at alternative methods of sending email to the EPA,
https://nvipubs.nist.gov/nistpubs/SpecialPublications/NIST.SP.B00-52r1.pdf

Thanks,
Lisa

Lisa Pahel

Environmental Protection Specialist
Fungicide and Herbicide Branch
Registration Divison

Office of Pesticide Programs
703-347-0459







Pahel, Lisa

_____________________
From: Saunders, Jennifer
Sent: Wednesday, July 11, 2018 12:48 PM
To: Arling, Michelle; Pahel, Lisa
Cc: Kraft, Erik
Subject: RL: Status of efficacy protocol review for LPA Reg. No. 36864-1
Follow Up Flag: Follow up
Flag Status: Completed

Agreed! And here’s a link to a recent HSRB review EPA did for a tick repellent, while it’s not the protocol itself, it should
give them a sense of the level of detail we would need: https:.//www.epa.gov/sites/production/files/2018-

Jennifer Urbanski Saunders, Ph.D.

Senior Biologist/Entomologist

Invertebrate & Vertebrate Branch 1, 87218
Registration Division (7505P)

Office of Pesticide Programs

U.S. Environmental Protection Agency
(703) 347-0156

From: Arling, Michelle

Sent: Wednesday, July 11, 2018 12:42 PM

To: Pahel, Lisa <Pahel.Lisa@epa.gov>; Saunders, Jennifer <Saunders.Jennifer@epa.gov>
Ce: Kraft, Erik <Kraft.Erik@epa.gov>

Subject: RE: Status of efficacy protocol review for EPA Reg. No. 36864-1

Thanks for looping me in. It might be a good idea to have a conversation with the registrant about EPA’s human studies
requirements befare they submit their protocol. Would it be possible to set this up later this month?

Thanks,
Michelle

Michelle Arling

Human Research Ethics Review Officer
Office of Pesticide Programs (5-42438)
1200 Pennsylvania Avenue NW MC 7501P
Washington DC 20460

703-308-5891

arling.michelle@epa.gov

From: Pahel, Lisa

Sent: Wednesday, July 11, 2018 12:24 PM

To: Saunders, Jennifer <Saunders.Jennifer@epa.gov>

Ce: Kraft, Erik <Kraft.Erik@epa.gov>; Arling, Michelle <Arling. Michelle@epa.gov>
Subject: RE: Status of efficacy protocol review for EPA Reg. No. 36864-1




Thanks, Jenn! That's all they sent nie, but | can ask them if they have more detans they can provide. Is there an easy
reference somewhere for what should be included?

Best,
Lisa

From: Saunders, Jennifer

Sent: Wednesday, July 11, 2018 12:22 PM

To: Pahel, Lisa <Pahel.Lisa@epa.gov>

Cc: Kraft, Erik <Kraft Erik@epa.gov>; Arling, Michelle <Arling.Michelle@epa.gov>
Subject: RE: Status of efficacy protocol review for EPA Reg. No. 36864-1

Hey Lisa, if ] remember correctly, this is an on-human study, right? If so, I’'m looping in Michelle Arling now (she
coordinates with the HSRB and does the ethics part of the review). Regardless, | assume what you attached is NOT what
they would be submitting for a protocol and that the actual protocel would include much more detail (if not, we would
kick it out right away). Thanks!

Jennifer Urbanski Saunders, Ph.D.

Senior Biologist/Entomologist
Invertebrate & Vertebrate Branch |, S7218
Registration Division (7505P)

Office of Pesticide Programs

U.S. Environmental Protection Agency
(703) 347-0156

From: Pahel, Lisa

Sent: Wednesday, July 11, 2018 11:25 AM

To: Saunders, Jennifer <Saunders.Jennifer@epa.gov>

Cc: Kraft, Erik <Kraft.Erik@epa.gov>

Subject;: FW; Status of efficacy protocol review for EPA Reg. No. 36864-1

Hi fenn,

We finally have an update to the sulfur-chiggers-efficacy saga from a few months back. The registrant provided us with
the attached information for their planned {not sure for when} protocol. Should | tell them to submit it as a PRIA action
through the front end? Is there anything additional needed?

Thanks,
Lisa

From: Kristen Hundt [mailto:khundt@humco.com]

Sent: Wednesday, July 11, 2018 11:04 AM

To: Pahel, Lisa <Pahel.Lisa@epa.gov>

Cc: Kraft, Erik <Kraft.Erik@epa.gov>; Holloman, Rachel <Holloman.Rachel@epa.gov>
Subject: RE: Status of efficacy protocol review for EPA Reg. No. 36864-1

Good morning Lisa —

I have coordinated with our IT Department to have the guidelines implemented. | have attached the study protocol
provided by John Trimble, Executive Vice President, Innovation.

Kind regards,



Kristen

Kristen E. Hundt, CPhT, RPhT

Humco | Pharmaceutical Resource Center
201 W. 5 Street, Floor 12 | Austin, TX 78701
+1 512 474 7400 Office

+1 512 474 7414 Fax

+1 727 510 6547 Mobile
khundi@humeco.com

www. humeo, cotn

CONFIDENTIALITY NOTICE: Do not read this Email or any attachments if you are not the intended recipient. This Email
and any attachments may contain confidential, privileged information. The disclosure, copying, and/or distribution of
any of the information contained in or attached to this Email by anyone other than the intended recipient is strictly
prohibited. If you have received this Email in error, please contact the sender and delete and destroy any hard or
electronic copies. Thank you,

From: Pahel, Lisa [mailto;Pahel.Lisa@epa.gov]

Sent: Monday, July 9, 2018 10:52 AM

To: Kristen Hundt <khundt@humco.com>

Cc: Kraft, Erik <Kraft.Erik@epa.gov>; Holloman, Rachel <Holleman.Rachel@epa.gov>
Subject: Status of efficacy protocol review for EPA Reg. No. 36864-1

Hi Kristen,

Can you provide an estimate for when you plan to submit the efficacy protocol for EPA Reg. No. 36864-1 to the Agency
for review? Closing out these sulfur reregistrations is a priority for the Agency.

Additionally, i believe | figured out the reason why your emails to me have been undeliverable. | sent you an email last
week, but please see and implement the following guidance: email messages coming from outside the Agency running
TLS 1.0 will not be delivered by AT&T to EPA. If any of organization or any business partners or individuals that you work
with are having proablemns sending emails, then it's recommended that you provide them with the following NIST
Guidance and logk at alternative methods of sending email to the EPA.
https://nvipubs.nist.gov/nistpubs/SpecialPublications/NIST.SP.800-52r1.pdf

Thanks,
Lisa

Lisa Pahel

Environmental Protection Specialist
Fungicide and Herbicide Branch
Registration Divison

Office of Pesticide Programs
703-347-0459

VIt
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Pahel, Lisa

L ____________________________________ -]
From: Pahel, Lisa

Sent: Wednesday, November 29, 2017 3:29 PM

To: ‘Francisco J. Lozano'

Subject: RE: Reregistration for sulfur product EPA Reg. No. 36864-1

Thank you Francisco. We'll be in touch if we need anything additional from you.

Best,
Lisa

From: Francisco . Lozano [mailto:flozanc@humco.com]

Sent: Wednesday, November 29, 2017 1:56 PM

To: Pahel, Lisa <Pahel.Lisa@epa.gov>

Subject: RE; Reregistration for sulfur product EPA Reg. No. 36864-1

Thank you Lisa,

Yes reading the guidance, it does not appear it applies to our product. Thank you for sending the CSF. You are correct,
that is the most current one.

Regards,

Francisco

Francisco J. Lozano, BSc, MBA, RAC

Sr. Vice President, Corporate Regulatory Affairs
Humco Holding Group, Inc.

Mobile 903 278-0020

From: Pahel, Lisa [majlto:Pahel.Lisa@epa.gov]

Sent: Wednesday, November 25, 2017 12:38 PM

To: Francisco J. Lozano <flozano@hum¢o.com:>

Subject: RE: Reregistration for sulfur product EPA Reg. No. 36864-1

Hi Francisco,

Thanks for sending all of that along. Looking at your label, | don’t think the PRN will apply, but we will let you know if
label changes are needed. I'm attaching the Basic CSF we have on file, it looks like it's more recent that the one you sent,
can you verify your records?

Best,
Lisa

From: Francisco J. Lozano [mailto:flozano@humco.com]

Sent: Wednesday, November 29, 2017 11:51 AM

To: Pahel, Lisa <Pahel.Lisa@epa.gov>

Subject: RE: Reregistration for suifur product EPA Reg. No. 36864-1

Good morning Lisa,



Here is our current label, EPA approval and our last submitted CSF. I'll read the &N to see if we need to change our
label,

Thanks.

Francisco

Francisco J. Lozano, BSc, MBA, RAC

Sr. Vice President, Corporate Regulatory Affairs
Humco Holding Group, Inc.

Mobile 903 278-0020

From: Pahel, Lisa [mailto:Pahel.Lisa@epa.gov)

Sent: Wednesday, November 29, 2017 9:55 AM

To; Francisco J. Lozano <flozano@humco.com>

Subject: Reregistration for sulfur product EPA Reg. No. 36864-1

Hi Francisco,

Thanks for talking to me earlier. Please send me via email an up-to-date label for 36864-1 that includes the applicabie
updates from the sulfur RED as well as PRN 2017-1, as well as the names and dates of the CSFs you have on record for
this product? | have attached PRN 2017-1 for your reference. Please let me know if you have any questions.

Best,
Lisa

Lisa Pahel

Environmental Protection Specialist
Fungicide and Herbicide Branch
Registration Divison

Office of Pesticide Programs
703-347-0459

R Y,
o Ate.



Pahel, Lisa

. _______________________________________ -
From: Pahel, Lisa

Sent: Thursday, January 25, 2018 2:42 PM

Ta: Kraft, Erik; Holloman, Rachel

Subject: RE: Sulfur label 36864-1 Rereg.

Attachments: 36864-1 LP comments.pdf

Should | move ahead with processing this sulfur reregistration? Since it seems that we are not having the sulfur labels
add the PRN 2017-1 language at this time, it should be able to move forward (unless we want one of the IVB branches to
review).

Thanks,
Lisa

From: Kraft, Erik

Sent: Wednesday, November 29, 2017 1:39 PM

To: Holloman, Rachel <Holloman.Rachel@epa.gov>
Cc: Pahel, Lisa <Pahel.Lisa@epa.gov>

Subject: RE: Sulfur label 36864-1 Rereg.

Rachel,
| believe it was an amendment that we transferred the product to Venus’s branch.

Thanks
Erik

From: Holloman, Rachel

Sent: Wednesday, November 29, 2017 1:32 PM
To: Kraft, Erik <Kraft.Erik@epa.gov>

Cc: Pahel, Lisa <Pahel.Lisa@epa.gov>

Subject: RE: Sulfur label 36864-1 Rereg.

Yes. |feel like this is Déja vu. Didn't we already send some reregistrations to IVB branches or was that a registration
package?

From: Kraft, Erik

Sent: Wednesday, November 29, 2017 1:24 PM

To: Holloman, Rachel <Holloman.Rachel@epa.gov>
Cc: Pahel, Lisa <Pahel.Lisa@epa.gov>

Subject: Sulfur label 36864-1 Rereg.

Rachel,

Lisa is working on 1 of the 4 sulfur reregistrations. This one is an insecticide label, should we forward this on to one of
the IVB branches to handle or should we just process it?

14



Thanks
Erik

From: Pahel, Lisa

Sent: Wednesday, November 29, 2017 1:15 PM
To: Kraft, Erik <Kraft.Erik@epa.gov>

Subject: Sulfur label 36864-1

Can we chat about this label? I'm not sure how much of our typical label language is relevant.

Lisa Pahel

Environmental Protection Specialist
Fungicide and Herbicide Branch
Registration Divison

Office of Pesticide Programs
703-347-0459

“,\tU 3ra,
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Pages 17-20 - *Access to FIFRA health and safety data is restricted under FIFRA section
10(g)*



PESTICIDE PRODUCT REREGISTRATION

LIST OF SUPPORTING DOCUMENTATION

PRODUCT NAME: Chigg Away®
COMPANY NAME: Pierson Laboratories, Inc.
EPA REGISTRATION NUMBER: 36864-1

DATE

NOTICE OF PESTICIDE REREGISTRATION;

REREGISTRATION ELIGIBILITY DECISION: Sulfur
EPA Case 0031

March 1991

LABEL:

6/17/08

CSF:
Basic
Alternate

5/1/08

FORMULATOR’S EXEMPTION:

DATA MATRIX:

CERTIFICATION WITH RESPECT TO CITATION OF DATA:

PRB LABEL REVIEW:

ACUTE TOXICITY REVIEW:

PRODUCT CHEMISTRY REVIEW:

OTHER: Reviewed by George LaRocca 10/1/08. OK to reregister
with comment re benzocaine and FDA action leading to future
deregulation of this product as a pesticide.

Ty
‘ﬂa \\C"ZC{V\U F\CE” e . e
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'MATERIAL TO BE ADDED TO JACKET

REG# 3L 5LY-]

Description: La (;@Q Cunendomany™

.ﬂbmg& @Q¢ -

check all that apply |

new stamped accepted label | &

- -

f Q
T inew CSF S
[‘ - gua » n
notification 3

Instructions:

Attach this sheet to the top of ALL material sent to the file room (both loose paper and
new material in jackets). This sheet will be imaged; a clear description will aid in
finding material in the e-jacket. Remove staples from all material. If returning loose
paper then hold together with a binder or paper clip. CSFs should be placed in the
CSF folder (if returning jacket) or covered with a red CBI sheet (if returning loose
paper). Material to be returned to file room shouid be place in the appropriate bin.

N OALO# Date: (&//¥/Oc?

Reviewert's D
Name:

Phone: 2) ()Og l 9 5(@@ Division: _ /QD
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o g UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
By e WASHINGTON, D.C. 20460
4y ;HO‘\\:\
OFFICE OF
PREVENTION, PESTICIDES
I.JUN ] 7 2008 AND TOXIC SUBSTANCES

Ms. Marcela L. Beham
Pierson Laboratories, Inc
P.O. Box 157

Saluda, NC 28773

Subject: Label Amendment and Revised CSF — Increase Benzocaine to 5% per FDA Tentative
Monograph

EPA Reg. No. 36864-1
Chigg Away®

Your Submission Dated May 1, 2008
Dear Ms Beham;

The labeling referred to above, submitted in connection with registration under the
Federal Insecticide, Fungicide and Rodenticide Act (FIFRA), as amended, is acceptable, A
stamped copy of the label is enclosed for your records.

We have no objection to the revised basic CSF dated 01/May/2008 as requested in your
letter of the above date. The revised CSF supersedes the current basic CSF dated 11/Jun/2003.

The amendment has been inserted in the file for the subject product.

If you have any questions regarding this action, please contact Olga Odiott at (703) 308-

0369.

Sincerely, a w ,

.

George T. LaRocea

Product Manager 13

Insecticide Branch

Registration Division (7505P)
Enclosure

23



“The label below is a specimen label identifying the new Benzocaine concentration and the

Establishment number for our new supplier -- Humco Holding Group, Inc., Texarkana, Texas
75501. The actual label to be used for retail product will vary from this specimen sample only
to the extent it will need to be formatted to comply with the FDA drug facts labeling requirements.”

 Iths & wdition of Federal Eaw to gse this
grinenncistent with its [abeling.
INDQICATION: RSNl :nd discomiort dug to
NBNROISENGUS iNGE uch 25 chiggars (redbuns}, mosquitoes,
ticks, sand teas, no-ges-ums, biting flles, tire anls, bees and
wasps; swimmers itch. DIRECTIONS; apply topically and rub well
a3 needed, The unique aclion of CIGE-RWAYe lokion carrias
pramgt reliel 1o the sourcs of imvitation. Provides seothing relief

]
JEPCLs CHIGEERS (REDULEES | PIGIEqEIEY Apﬂly argund
edl, anhles, waisl and 1o sKin under all areas of lght ciothing
and around alf openings in outer clothing. Reapply after heavy

=N Brspiration.
o= _ due to ERE ;UTI?MR‘I’ ST&F'{IEEMENTS:THazamS to Humans, Caulan:
insect bites such as chiggers, Chr ovs mamersnes, o i Brolmeed w
i i use, If the condition for which this peaduct is
(I'EdbUgS}, mOSQUItOES, tICkS’ Used persists or if rash or irdtation develnps, —=—
I “mi 1 discontinue use and consut a physician. For use ————— 02
fleas, fl ans, man stings on intact skin oy, 00 not use on children e——C
2.} ZL S OHEIRE younger than two years, As with all —="00
{I’dng) pﬁ_?;icidelsfdrugs% kDegéJ '?T:}_uf tr;_e reacrl;lng; '_._E
children, In casa of accidental ingeston, Contic! S
. . a physician or poison control center al once. S m—
ACTIVE tNGREUDE&Eg'I;%.;Lempnaled Sulfur hms"ﬂsﬂli Do et reuss botte. Rinse tharalphly Sem— k
INERT INGREDIENTS: 80% e i, 4 =
*Contains 5% Active Benzocaine. EPA REG. NG: 26054-5 ———
KEER OUT OF REACH OF CHILDREN, EPAEST, ND, 11664-TX-1 —
CALITION: SEE BACK PANEL FOR ADDITIONAL Manutactured for, =
PAECAUTIONS. PIERSON LABORATORIES, INC. ~ Ve
NET 4 FLOZ {118 ML) PO, BOX 157, SALUDA, NG 28773
\_ NDC 45591-002-04/  \_ wiwe chiggaway.com J
. - .
ﬁ%ﬁ@?%ﬁﬁ
Under the Pederal .
Fungicide, and Redentiolde Act
a6 amended, for the poaticide
Registered wmdar
EPA Res. No. A ?{{ Y- |
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*Product ingredient source information may be entitled to confidential treatment*

DATE OUT: 22/MAY/2008

SUBJECT: PRODUCT CHEMISTRY REVIEW OF: AN End-Use Product [X]
DP BARCODE:D352319 EPA RECEIVED DATE:06/MAY/2008 REG NO.:36864-1

RODUCT NAME: Chigg Away ACTION CODE:;: 345
COMPANY NAME :_Pierson Laboratories, Inc. MRID :None NON-FOOD USE [X]
PPC NUMBER OF THIS TGAI 07750] DECISION NO.: 393079
FROM:  Sami Malak, Chemist 2“7/ (o)

Technical Review Branch/RD (7505P) %W\ 1> 0% -
TO: 03 Richard Gebken/Olga Odiott

Insecticide-Rodenticide Branch (7505P)

INTRODUCTION:

In a letter dated 13/FEB/2008, the applicant requested review for acceptability a revised
basic CSF for subject product dated 01/MAY/2008. The current basic CSF dated
11/JUN/2003 and FDA Rules pertaining to over the counter drugs were included with
this submission.

FINDINGS:

1. The submitted basic CSF dated 01/MAY/2005 is substantially similar in
composition to the current basic CSF dated 11/JUN/2003. Exception: (a)
increased the amount of benzoic acid in the formulation permitted by subpart B
348.10(1) of 21CFR§348 and the enclosed FDA proposed rule pertaining to over
the counter drugs published in the FR:Vol 48, No 27, page 5852, 08/FEB/1983;
and (b) change the supplier’s site from Cosmetic Concepts, Inc. of Swannanca,
North Carolina to Humco Holding Group, Inc. of Texarkana, Texas.

2. Except for minor adjustments in the percentages of the remaining intentionally
added inert ingredients, no other changes were noted regarding the active
ingredient, intenationally added inert ingredients, the nominal concentrations of
the ingredients, or in the physical/chemical properties. The product contains

10% sulfur, I

3. All ingredients listed in the submitted basic CSF dated 01/MAY/2008 have been
approved for use in pesticide formulations intended for non-food uses.

CONCLUSIONS: The TRB has no objections for: (a) accepting the submitted basic

CSF dated 01/MAY/2008, it must supersede the current basic CSF dated 11/JUN/2003;
and (b) allow formulation of the product by Humco Holding Group, Inc. of Texarkana,
Texas in lieu of the current site by Cosmetic Concepts, Inc. of Swannanca, North
Carolina .

cc:8. Malak and DataBaseFile {Reg. No.36804-1),
7505P:RD:TRB:PY-7347:5.m..22/MAY/2008:703-308-9365:<36864-1>.
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SR S, UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
A2 WASHINGTON, D.C. 20460

74

%41 ppoheS

@“OH"W&
Agenc!

N

February 21, 2008
OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

THOMAS E. BEHAN

PIERSON LABORATORIES INC.
PO Box 157

SALUDA, NC 28773

PRODUCT NAME: CHIGG AWAY

COMPANY NAME: PIERSON LABORATORIES INC.
OPP IDENTIFICATION NUMBER:

EPA FILE SYMBOL: 36864-1

EPA RECEIPT DATE: 02/15/08

SUBJECT: RECEIPT OF AMENDMENT
DEAR REGISTRANT:

The Office of Pesticide Programs has received your application for an amendment and it
has passed an administrative screen for completeness.

During the initial screen we determined that the application appears to qualify for fast
track review. The package will now be forwarded to the Product Manager for review to

determine its acceptability for fast track status.

If you have any questions, please contact Registration Division, Risk Management Team
3, at (703) 305-6701.

Sincerely,

Front End Processing Staff

Information Services Branch

Information Technology & Resources Management Division

28



[Fee for Service]  (824676K-~

This package includes the following for Division
~ New Registration ~AD
* Amendment - BPPD
“RD
Studies? Fee Waiver?
| , Risk Mgr. 13
volpay % Reduction:
Receipt No. S-| 824676
EPA File Symbol/Reg. No. 36864-1
Pin-Punch Date: 2/15/2008

xj This item is NOT subject to FFS action.

Action Code: Parent/Child Decisions:
Requested:

Granted:

Amount Due: $

X Inert Cleared for intended Use Uncleared Inert in Product
Reviewer: /(JH}O}Q'A‘S Date: ,,2‘/;9'/9'/
Remarks: “Tmopts cre cpproced o@m it ol e

P77 Dific Gone 2/25 /R
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pierson laboratories, inc.

p.o. box 157 phone: §<%) 749-9813
saluda, n.c. 28773 fax: (g%} 749-9249

February 13, 2008

Mr. George LaRocca, Product Manager
Insecticide-Rodenticide Branch

Registration Division (TS-767C)
Environmental Protection Agency

1921 Jefferson Davis Hwy, CM#2, Room 200
Arlington, VA 22202

Re: Label Amendment for Registration No. 36864-1
Dear Sir:

Enclosed please find EPA Form 8570-4 and a copy of the revised label amending our Chigg-
Away product formulation specifically to bring it into compliance with the FDA’s proposed 21
CFR Part 348. This formulation increases Chigg-Away’s Benzocaine to 5% as is noted :m&i’e’r
Subpart B 348.10 (1) of the 21 CFR Part 348 document. I have enclosed a complete copy of
the FDA Proposed Rules for reference. Other inactive ingredient changes have been mafle Q"
the formula to improve its appearance and to enhance its feel to the consumer. No changes «
have been made to the sulphur in the formula, Ceecie

\ In addition to revising the formula we are also moving the manufacture to Humco Holdihg *
Group, Inc. from our current manufacturer, Cosmetic Concepts, Inc. . ¢
Thank you for your prompt review of this matter. If there are any questions or further
information is required to process the amendment and approve the label, please do not hesitafe
to contact me or our VP, Dennis Pelletier at 828/749-9813.

Respectfully,

Marcella L. Behan
President
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DEPARTMENT OF HEALTH AND
~UUMAN SERVICES

Food and Drug Administration
21 CFR Part 348 | i
[Dockst No. 78N=-0301]

External Ansigesic Drug Products for
Over-the-Countsr Human Use;
Tentative Final Manograph

AcENCY: Food and Drug Administration,

AcTion: Notice of proposed rulemeking.

suMmany: The Food and Drug
Administration (FDA) [s izsuing a notica
of proposed rulemaking in the form of a
tentative final monograph that would
establish conditions under which aver-
the-counter (OTC) external anaigestc
drug products are generslly recognized
as safe and effactive and not .
misbranded. FDA is issuing this notice
of proposed rulemaking after
considering the report and
recommendations of the Advisory
Review Panel on OTC Topical
Analgesic. Antirheumatic, Otic, Burn,
and Sunburn Prevention and Treatment
Drug Products and public comments on
an advence notice or proposed
rulemaking that was based on those
recommendations. This proposal is part
of the ongoing review of OTC drug
products conducted by FDA,

DATES: Written comments, objections. or
request for oral hearing before the
Commissioner of Food and Drugs on the
proposed regulation by April 11. 1983,
New data by February 8. 1954.
Comments on the new data by April 9,
1984, These dates are consistent with
the time periods specified in the
agency's final rule revising the
procedural regulations for reviewing end
classifying OTC drugs. published in the
Federal Register of September 29, 1981
{48 TR 47730). Written comments on the
agency’s economic impact determination
by June &, 1983,

ADDRESS: Writien comments, objections,
or request for oral hearing to the Docket
Managemeni Branch (HFA-305), Food
and Drug Administration . Bm. 4-62,
5600 Fishers Lane, Rockville, MD 20857,
iNew data and comments on new data
should also be addressed to the Dockets
Management Branch.

FOR FURTHER INFORMATION CONTACT:
William E Gilbertson, National Center
{or Drugs and Biologics (HFD-510), Food
and Drug Administration, 5600 Fishers
Lane, Rockville, MD 20857, 301443~
4860,

SUPMPLEMENTARY INFORMATION: in the
Federal Register of December 4, 1979 {44
FP 89788} FDA published, under

Published in the

§ c10.10(a)(6) (21 CFR 330.10(a){8)). an
advance notice of proposed rulemaking
to establish &8 monograph for OTC
external analgesic drug products,
together with the recommendations of
the Advisory Review Panel on OTC
Topical Analgesic. Antirheumatic, Otlc,
Burn. end Sunburmn Prevention and -
Teeatment Drug Products, which was the
advisory review panel responsible for
evaluating data on the active ingredients
in this drug class. Interested persons
were invited to submit comments by
March 8, 1960. Reply comments in
response {0 comments filed in the initial
comment period could be submitted by
April 3, 1980.

In a notice published in the Federal
Register of September 26, 1980 (45 FR
63878), the agency advised that it had
reapened the administrative record for

OTC external aralgesic drug products to -

allow for consideration of
recommendations gn camphor-
containing drug preducts that had been
received from the Advisory Review
Panel on OTC Miscellanegus External
Drug Products after the date the
edministrative record previously had
officially closed. The agency concluded
that the Miscellaneous External Panel's
recommendations should be available to
the agency in developing a propesed

‘regulation on external analgesic drug

products in the form of a tentative final
monograph.

In accordance with § 330.10[a}(10}, the
data and information considered by the
Pane} were put on public display in the,
Dockets Management Branch (HFA-
305), Food and Drug Administration
{address above), after deletion of a
small amount of trade secret
information. Data and information
received after the administrativé record
was reopened have also been put em
display in the Dockets Management
Branch.

The advance notice of proposed -
ruemaking, which was published in the
Federal Register on December 4, 1979 {44
FR 69788), was designated as a
“propased monograph” in order to
conform to terminology used in the QTC

"drug review regulations {21 CFR 330.1¢).

Similarly, the present document is
designated in the OTC drug review
reguiations as a “tentative final
monograph.” Its legal status, however. is
that of a proposed, rule. In this tentative
finsl monograph (proposed rule), FDA
states for the first time its position on
the establishment of a monograph for
OTC external analgesic drug products.
Final agency action on this matter will
otcur with the publication at a future
date of & final monograph, which wilt be
a fina) rule establishing a monograph for
OTC external analgesic drug products.

In resportge to the advance notice of
proposed rulemaking, 1 trade
aasociabion, 10 drug manufactarers. 36
hezlth professionals, and 4 consurmers
submitted comments. In reaponase to the
nobce of reopening the administrative
record to allow for consideration of -
recomnmendations on camphor-
conteining drug products. one trade
association, six drug manufacturers, and
one drug marketer submitted comments.
Copies of the comments received are -
also on public display In the Dockets
Managemen! Branch.

This proposal to establish Part 348 (21
CFR 348) conatitutes FDA's tentative
adapton of the Panel's conclusions and
recommendations gn OTC external
analgesic drug products &z modified on

- the basis of the commenlts received and

the agency’s independent evaluation of
the Panel's report, Modifications have
been made [or clarity and regulatory
accuracy and to reflect new information.
Such new information has been placed
on fiie in the Dockets Management
Branch {address above). These
modifications are reflected in the
fotlowing summary of the comments and
FDA's responses to them.

FDA published in the Federal Register
of September 29, 1981 (48 FR 47730) a
final rule revising the OTC procedura)
regulations to conform to the decision in
Cutler v. Kennedy, 475 F. Supp. 838
(0.D.C. 1979). The Court in Cutier held
that the OTC drug review regulations (21
CFR 330.10) were unlawful to the extent
that they authorized the marketing of
Category 10 drugs after a final
monograph bad been established.

Accordingly, this provision is now
deleted from the regulations. The
regulations now provide that any testing
necessary to resolve the safety and
effectiveness issues that formerly
resulted in a Category Il classification,
and submission to FDA of the results of
that testing ar any other data. must be
done during the OTC drug rulemaking
process. before the egtabiishment of a
final monograph (48 FR 47738).

Although it was nat required to do so
under Cutfer, FDA will no longer use the
terms “Categary 1" “Category I1." and
"Category III" at the final monograph
stage in favor of the terms "monograph
conditions™ (old Category 1) and
"nonmanograph conditions” {old
Categories II and HI). This document
retains the concepts of Categories L I
and {1} at the tentative final monograph
stage.

The agency advises thal the

_conditions under which the drug

products that are subject to this
monograph would be generally
recaognized as sale and effective and not

FEDERAL REGISTER in 1983 (Vol. 48) DODE p. ,l
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misbranded {monograph conditiong} will -

be efective 12 months after (he date 'of
publication of the final monograph in the
Federal Registet. On or after that date,
no OTC drug products that are subject
to the monograph and (hat contain
nonmonograph conditions, i.e.,
conditions that would cause the drug to
be not generally recognized as safe and
effective or to be misbranded, may be
initally introduced or initially delivered
for introduction into interstate
commerce unless they are the subject of
an approved new drug application.
Further, any OTC drug products subject
to this monograph that are repackaged
or relabeled after the effective date of
the monograph must be in compliance
with the monograph regardiess of the
date the product wag initially introduced-
or initially delivered for introducilon
into interstate commerce. Manufacturers
are encouraged to comply voluntarily
with the monograph at the earliest
possible date. o

In the advence notice of proposed
rulemaking for OTC external anaigesic
drug products (published in the Federal
Register of December 4, 1979 {44 FR
69768)), the agency suggested that the
conditions included in the monograph
{Category 1) be effective 30 days after
the date of publication of the final
moenograph in the Federal Register and
that the condilions excluded from the
monograph (Category I} be eliminated
from OTC drug products effective 8
months afier the date of publication of
the final monograph. regardless of
whether further testing was undertaken
to justlfy their future use. Experience
has shown that relabeling of products
covered by the monograph is necessary
in arder for manufacturers to comply
with the monograph. New labels
canteining the monograph labeling have
to be written, ordered, received, and
incorporated into the manufacturing
process. The agency has determined
that it is impractical to expect new
labeling to be in effect 30 days after the

_date of publication of the final
monograph. Experience has shown alsp .
that if the deadline for relabeling is too
short, the agency is burdened with
extension requests and related
paperwaork,

In eddition, some producis have to be
reformulated to comply with the
monggraph. Reformulation often
involves the need fo do stability testing
on the new product. An accelerated
agirg process may be used {o test & new
formulation; however, {[ the stability
testing is not successful, and if further
reformulation is required, there could be
a further delay in having a new product
available for manufactyre.

The agency wishes to establish a
reasonable period of ime for relabeling
and reformulation in.order to avoid an
unnecessary disruption of the
marketplace that could not only resuit in
economic loss, but alse interfere with
consurners’ access to safe and effective
drug products. Therefore, the agency is -
proposing that the final monograph be
effective 12 months after the date of its
publication in the Federal Register. The
agency believes that within 12 months
after the date of publication most
manufacturers can order new labeling
and have their products in compliance
in the marketplace. However, if the
agency determines that any labeling for
a condition included in the final
monograph should be implemented
sooner, a shorter deadline may be
established. Similarly, if a safety
problem is identified for & particular
nonmonograph condition, s sharter
deadline may be set for removal of that
condition fram OTC drug products.

All “OTC Volumes" cited throughout
this document refer to the submissions
made by interested persons pursuant to
the call-for-data notica published in the
Federal Register of July 21, 1972 (37 FR
14633) or to additional information that

has come to the agency’s attention sinca

publication of the advance notice of
proposed rulemaking. The volumes are
on public display in the Dockets
Management Branch,

In the Federal Register of September
7, 1987 (47 FR 39412). FDA issued u
notice of reopening of the administrative
record for OTC external anelgesic drug
products to allow for consideration of
the Miscellaneous External Panel's
recommendations on external analgesic
drug products used for the treatment of
diaper rash. for prevention of poison ivy,
oak. and sumac, for the teeatment of
fever blisters, as male genital
desensilizers, as astringents, and as
insect bite neutralizers, The agency will
address the use of externat analgesic
active ingredients for these uses in this
rulemaking In a future issue of the
Federal Register.

L The Agency’s Tentalive Conclusions
on the Comments .

A. General Comments on External
Analgesic Drug Products

1. One comment contended that OTC
drug monographs are interpretive, as

- opposed to substantive, regulalions. The

comment referred to statements on this
issue submitted earlier to other OTC -
rulemaking proceedings,

The agency addressed this issue in
paragraphs 85 through 81 of the
preamble to the procedures for -
ctassification of OTC drug products,

Published io the FEDERAL REGISTER in 1983 (Vol. 48)
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published in the Federal Register of May
11. 1972 {37 FR 8464} and in paragraph 3
of the preambie to the tentative final
monograph for antacid drug products,
published in the Federal Register of
November 12, 1973 {38 FR 31260). FDA
reaffirms the conclusions stated there.
Subsequent court decisions have
confirmed the agency's authority to
issue substantive regulations by
rulemnaking. See, e.g., National
Nutritional Foods Association v,
Weinberger, 512 F. 2d 688, 896-28 {2d
Cir. 1975) and National Association of
Pharmoceutical Marufacturers v. FDA,
487 F. Supp. 412 [S.D.N.Y. 1880}, affd.
637 F. 2d 887 (2d Cir. 1981).

2. One comment stated that two
products, both containing the acfive
ingredients camphor, menthal, eugenot,
and euncalyptus oil, had “grandfathered"”
status under section 201(p}(1) of the
Federa! Food, Drug, and Cosmetic Act
{the act) (21 U.5.C. 321(p)(1)}. The -
comment pointed out that, although

- these products do not comply with the

Panel's recommended monograph
because of their high level of camphor,
they have been continuously marketed
since 1923. The comment argued that,
because of the grandfather status, the
conclusions of the OTC drug review
should not be applicable to these
products, :

The agency points out that after this
conument was submitted the two
products wera reformuleted to reduce
the concantration of camphor from 25
percent to 11 percent, in conformance
with the Panel's recommendations..
Consequently, tha queslion of
grandfather status for those 25 percent
products is moot. .

The “grandfather” clause in the act of
1938 is not applicable to any drug
relabeled or reformulated after June 23,
1938. Similarly, & drug marketed before
the 1962 amendments to the act which
was not then a new drug or covered by a
new drug application, is subject o the
provisions of these amendments

regarding effectiveness if the drug has

been reformulated or relabeled. The
1938 and 1962 grandfather clauses apply
only to the new drug pravisions of the
act and not to the adulteration or
misbranding provisions. The OTC drug
review was designed to implement both
the misbranding and the new drug
provisions of the act. Therefore, the
grandfather clauses do not preclude the
agency from reviewing any currently
marketed OTC drug, regardless of
whelher it has grandfather protection
from the new drug provisions. in order
to ensure that the drug is not
misbranded.

1 3

—
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E. Copunents on External Annlgesic
Ingredients

3. A number of comments exprasged:
opinions on the Panel's recommended
switch of hydrocortisone to QTG
* marketing status. The comments that
favored OTC markating pointed out the
long history of experience with this drug
as well a3 the savings to the consumer
from OTC availability, Several
comments stated that the recommended
OTC indications would permit informed
and prucent use of hydrocortisone
products by providing consumers with
appropriate examples of self-
diagnosable conditions for which
hydrocortisone products provide
appropriate therapy. Opposing
comments steted that hydrocortisone is
likely to be used inappropriately
because the average consumer is unable
to distinguish between a simple rash
and such-skin conditions as herpes

simplex. scabies, seborrheic dermatoses.

and tinea cruris (jock itch}). The
comments added that inappropriate
treatment and delay in diagnosis might
canse the conditions to spread or
become worse at cansiderable cost 1o
the consumer.

The agency agrees with the Panel that
the OTC marketing of hydrocortisone is
of significant benefit to consumers—-
because it provides them with an
effective drug for self-treatment of
certain minor skin irritations. The
indications for OTC use are for self-
limiting, self-diagnosable conditions,
The warning proposed in
§ 348.50(c)(1)(ii) of this tentative final
monograph, “If condition worsens, or if
symploms persist for more than 7 days
or clear up and occur again within a few
days. discontinue use of this produet
and consult a” (select one of the
following: “physicien” or “doctor.”} is
intended to prevent uniimited consumer
use of these products for serious .
conditions that require professional
treatment. (See comment 27 helow.) The
agency tentatively concludes that
hydrocortisone is safe and effective for
its labeled OTC uses and that the
benefits of OTC availability outweigh
any petential misuse that may occur.

4, Two comments form the same
source requested that the maximum
allowable concentraton of camphor
recommended by the Pane! in §348.10
{a}{3) be raised from 11 to 25 percent
The comments cited a study to )
determine the dermal irritancy and
possible toxicity of 25 percent camphor
and argued that the resulls of the study
justify this higher concentration (Ref. 1}.
The comments also cited the long
marketing history of a product
containing a higher concentration of

camphor with po reports of major
problems. .

The agency disagrees with the
comments. The study submitted by cne
comment to justify raising the camphor
limit to 25 percent uaed traditional
Draize procedures in which @ praduct
conteining 25 percent camphor was
applied to rabbits’ skin for 21
consecutive days (Ref. 1). This is a
standard method of testing topical
irritancy. The Panel stated that camphor
in concentrations above 11 percent is
not harmful when used topically, but the
Pane! was concerned about poisoning if
products containing higher
concentrations were accidentally
ingested (44 FR 65803}, Eleven percent
was chosen as & maximum limit by the
Panel because higher concentrations are
not any more effective as

‘counterirritants, but can cause more

serious adverse reactions if accidentally
ingested. The agency concurs with the
Panel's conclusion. .

Furthermore, the product discussed in-

the comment has been reformulated.
lowering the cemphor concentration
from 25 percent to 11 percent (Ref, 2}.
The agency is not aware of
counterirritant products containing more
than 11 percent camphor now on the
OTC market; therefore, the agency finds
no reason to consider camphor
concentrations greater than 11 percent
any further in this document.

Referencas
(1) Comment No. Co0027, Docket No. 78N-

_ 0301, Dockets Management Branch.

{2) Food and Drug Adminiatration. “Drug
Product Listing for Tiger Balm Ointment.”
Haw Par Brothers Internatona! Limited.
January 15, 1980 and january 9, 1861, included
in OTC Volume 08HTFM.

5. A number of comments objected 1o
the recommendations of the
Miscellaneous External Panel, ircluded
in the rulemaking for external analgesic
drug products on September 26, 1580 {45
FR £3878), that the quantity of camphor
in OTC drug products be limited to 2.5
percent. that no package contain more
than 360 milligrams (mg} of campher,
and that safety packaging be used. One
comment argued that it is unacceptable
to limit household drug preducts to 360
mg of camphot per container, which
would he the equivalent of a spoonful-
size container for many products, on the
basis that accidental ingestion of larger
amouzts may cause toxic effects.
Another comment argued that the
Miscellaneous External Panel was
wrong in basing its calculation of the
toxic dose of 30 milligrams/kilogram
{mg/kg) on a single report of death
following ingestion hy a 150-pound man
of 2 grams (g) of camphor. The comment

argued thet other reports place the toxic
doss higher than 50 mg/kg and that monst
of the reported cases of camphor
poisoning may not be true poisonings
with toxic signs end symptoms. The
comment added that of 542 cases of

' eamphor polsoning cited by the Poison -

Control Centar for 1874, only 101
reported any symptomas. and of this
number only 77 were hoapitalized.
Seviral comments pointed out that there
are no reported fatalitles associated
with products containing 11 percent or
less camphor, end that most of the
poisonings described by the
Miscellaneous External Panel were due
to Ingestion of camphorated oil, which
contains 20 percent camphor in oil. One
comment pointed out that limiting the
package size to avoid potential misuse
would be a proper consideration for the
Consumer Product Safety Commisslon
under the provisions of the Poison
Prevention Packaging Act, and should
not be incorperated into an OTC drug
monograph. Another comment argued
that there wan ng justification for |
applying the recommendations of the
Miscellaneous External Panel to
nenliguid formutations of camphor
because of the lower risk of ingestion of
these formulations.

The agency notes that the Topical
Analgesic Panel considered various
comments, teports, and editorials
submitted to it concerning the toxicity
and frequency of poisonings from
camphoer-containing preparations,
particularly in children because that
population has the highest incidence of
such toxdicity. The Panel concluded that
the cases of accidental ingestion of
products containing 11 percent or less
campbor by children rarely resuited in
severe adverse reactions and that
current regulations and labeling
requirements are adequate. The agency
has reviewed both panels’
recomenendations and the adverse
reaction reports for products containing
cemphor and conciudes thal, at this
time. there is no need o tmit camphor
content to 3680 mg per package for
products covered by this tentative final
monograph. The camphor concentration
is being limited to 11 percent or [ower as
recommended by the Topical Analgesic
Panet. (See comment number 4 above.]
A final rule declaring camphorated oil
products to he new drugs end
mishranded was published in the
Federal Register of September 21, 1982
(47 FR 41718}, -

There are few reports of adverse
‘reactions from ingestion of solid dosage
forms containing camphor; however, the
agency belleves that safety packaging o!
liquid products would reduce the risk
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thst children might ingest these
producis, The ageacy strongly
recommends that manufactyrers
voluntatily package such products in
child-resistant containers. In addition,
these preducts must bear the waming:
“For external use only.” The agency

* recommends that manufacturers

voluntarily print this warning in a larger
size print and/or in & different color
from other Information on the lable to
drew consumers’ ettention to it. The -
agency believes that if manufacturers
take these additional steps, the number,
of eccidental ingestions can be reduced.

8. One comment requested
clarification of the gap between the
dosage ranges for menthel as an
analgesic, anesthelic, or antipruritic {0.1
to 1.0 percent) and as a counterirritant
{1.25 to 16 percent).

The Panel proposed two dosage
ranges to emphasize the distinction -
between the two different OTC uses of
mentho) and the different labeling
assoclated with each use. The agency-
cancurs with the Papel’s ;
recommendations of these dosage
ranges.

7. Two comments submitted date on
the effectiveness of trolamine salicylate
{formerly triethanolamine salicylate} as
a topical analgesic. Based on these data,
one of the comments suggested that the
monograph include a class of external
analgesics that “act upon painful
structures below the skin by ebsorption
of the active ingredient directly into
subcutaneous structures” and that
trolamine salicylate be placed in this
class. The comment also suggested the
following indications for this cless: "For
the temporary relief of minor aches and
pains of muscles end joints. Also as a
topical adjunct for pain due to arthritis
and rheumnatism.” Both comments
requested that trolamine salicylate be
placed in Category I basd on the data
submitted.

.The agency has reviewed the data
submitted and concludes that they are
net sufficient to support general
recognition af effectiveness for
trolamine selicylate as an OTC external
analgesic.

The studies by Ehrlich (Ref. 1},
Charles {Ref. 2), Brown {Ref. 3), and
Roth (Ref. 4) were randomized, double-
blind, crossover evaluations of 10
percent lrolarnine cream versus placebo.
Nene of these studies reporied any
significant differences between active
drug and placebo for any of the
measurements recorded.

A double-blind, placebo-contrelied,
crossover study by Batterman and
Sanders (Ref. 5) evaluated the effect of
10 percent trolamine salicylate in
relieving the pain of arthritis of the hand
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in two groups of patients. In one group
there was subjective evidence gnly of
superiority of the irolamine cream over
placebe, whereas measurable indicators
such as hand-grip strength and finger-

joint circum{erence showed no ..

atatistically significant improvement. In
the other group, rolamine salicylate
showed no superiority over the placebo
in any of the three measurable criteria.
Thus, the results of this study do not
indicate any clear superiority of
trolamine selicylate over placebo.
Golden (Ref. 6} compared topically
applied 10 percent trolamine salicylate
cream to oral aspirin in a double-blind
paralle! study of the relief of rheumatic
pain, conciuding that the topically
gpplied trolamine salicylate was at least

‘as effective as aspirin in providing pain

relief. However, the study design has
several deficiencies. History of aspirin
use, effective dose, and adverse
reactions were not recorded for each
suhbject. Without this information about
aspirin response, there is a potential for
bias against aspirin in trealment
response and adverse reactions.

Altschuler end Golden (Ref. 7) studied
10 percent trolamine salicylate cream in
patients with musculoskeietal pain, Of
the six results reported,-only one was
statistically significant. Furthermore, the
selective reporting of these six results
rendets this report uninformative, and
no conclusions can be made concerning
the effectiveness of trolamine salicylate.

Patel and Chappelle {Ref. 8] reported
results observed from unblinded and
uncontrolled clinical trials of trolamine
salicylate in two French hospitals. The
results cannot be assessed bacause of
the lack of a control group.

The comments also included
information on the penetrating
properties of trolamine salicylate,
including in vivo studies in animals, a
boiled-egg technique said to
demonstrate penetration through
protein, and & cup method to-
demonstrate penetration through muscle
and connective tissue. This information
Is not adequate or suitable to
demonstrate effectiveness of irolamine
salicylaie as a topical analgesic.

Because the submiited informaiion
fails to demonstrate thal this ingredient
would be effeclive for applicetion &t the
site of pain or for any use as an external
analgesic, the agency does not agree
with the comments that trolamine
salicylate should be placed in @ new
class of external analgesic drug
producis. Trolamine salicylate remains
in Category 0I as an anesthetic,
analgesic, and entipruritic in this
tentative final monograph. The agency’'s
detailed review and evaluation of the
studies submiited are on file in the

1

Dockets Management Branch {Refs, 9
an< 13} In response to the agercy's
revizw. a comment submitted additional
dzita on trolamine salicylate (Ref, 11).
These daia were submitted after the
adminisirative record had closed and
will be addressed after publication of
this tentative final monograph.

Ralerences o

(1) Ehrlich. G. E., "Myaoliex Creme in
Patients with Chronic Musculoskeletal
Compiaints,” Comment No. G008, Docket
No. 78N-0301. Dockets Management Branch.

{21 Charles. A. A., "Myoflex Creme in the
Treatmen! of Chronic Musculoskaletal
Complainis.” Comment MNo. C0008, Docleet
No. 78N=0301, Docket Management Branch.

(3) Brown, B., “Myoflex/Chronic
Musculoskeletal Complaints,” Comment No.
Coo08. Docket No. 78N-0301, Dockets
Management Branch.

{4) Roth, S. H., "Myoflex Arthritis Study.”
Comment No, Co008, Docket No. 78N-0301,
Dockets Management Branch. -

{5) Bartermnan, R. C., and ]. F. Sanders,
“Myoflex Creme in Patients with Arthritic
Involvement of the Hand,” Comment No.—
Co0008, Docket No. 78N-0301, Dockets
Management Branch.

(6) Golden, E. L., "A Double-Blind
Comparison of Orally Ingested Aspirin and a
Topically Applied Salicylate Cream in the
Reilef of Rheumatic Pain,” Current
Therapeuirc Research, 24:524-529, 1978,

{7) Altschuler, 5. and E. Golden, "Double-
Blind Compatison of Triethanolamine .
Salicylate with a Placebo for Pain Relief from
Muscular Skeleta) Pain,” Comment No.
C00007, Dockel No. 78N-0301. Dackats
Management Branch,

{8) Patel. A., and P. A. Chappelle,
“Summary.of TEA Clinical "Irials in France.
19768-77," Comument No. C0007. Dacket No.
78N-0301, Dockets Management Branch.

{9] Letter from W. E. Gilberizon, FDA, to
. L. Myers, Warren-Teed Laboratories, June
14, 1981, coded LETD03, Docket No. 7aN=0301,
Dockets Management Branch.

[(10] Leiter from W. E ' Gilbertson, FDA. lo
E L. Steinberg, Thompson Mediczl Co.. June
19, 1981, coded LET 04, Docket No, 78N~
0201, Dockets Management Branch.

{1t) Comment Nos. CP, SUPC02, CROoM,
AMD, and AMD002, Docket No. 76N-D301,
Dockets Management Branch.

Lomments on Combination Froducts

8. One comment argued against the
Category 1l clessification of a
combination product containing two
Category I ingredients and one }
ingredient classified in Categnry il} for
effectiveness. The comment abjecied to
the entire product being placed in
Category Ill, according 1o the Panel's
recommendations, when there has been
no question of the product's safety or
the effactivéness of the two Category i
active ingredients. The comment argued
that rather than require reformulation of
the product, which would require
research, stability testing, and quality
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control testing. relabeling to indicate
that the Category I ingredieni 15 an
inactive ingredient should be permitted.

The agency has published a proposed
rule dealing spe y with the use of
inactive ingredients in OTC drug
products, {See the Federal Revister of
April 12,1977 (42 FR 19156).) The

+ proposal identified suitable physicai or.
technical furictions {e.g.. denaturing
agents, emollients, dispersing agents)
that an inactive ingredient must perform
to be regarded as appropriate for use in.
OTG drug products. The rule proposed
te preclude the retention and
redesignation of an active ingredient as
an inactive ingredient unless it performs
one of these functions. Although this
proposal has not yet been published as g
final rule, the agéncy does not sanction
arbitrary redesignation to inactive
status of ingredients that were
submitted a3 active ingredients and for
which data are insufficient to show
effectiveness. If such ingredients were
retained in a formulation and designated
inactve, consumers would he
needlessly exposed to them without any
corresponding benefit. Many ingredients
that are generally recognized as safe are
still capable of causing side effects,
allergic reactons, etc.

Paragraph 5 of the agency's "General
Guidelines for OTC Drug Combination
Products” {Ref. 1} provides that “In
some cases an ingredient may be
appropriate for use only in a specific
combination or data may be available
ohly to support the use of the ingredient
in combination but not as a single
ingredient, In such cases the Ingredient
will be placed in Category { for use only
in permissible combinations and not as
a single ingredient.” The comment did
not meotion the specific ingredients
contained in its product, nor did it
submit apy data to support the use of -
the Category I ingredient in the
combination product onty. If data are
submitted to support the use of the
ingredient in the combination, i.e.,
showing contribution to the claimed
effect. as required by 21 CFR
330.10(aj(iv}, then it could be classified
as Category I for use in the specific
combination hut not as a single
ingradient.

Relerancs .

(1)} Food and Drug Administration,
“Genural Guidelines for OTC Drug
Comblnation Producte,” September, 1978,

Dockat No. 7800322, Dockels Management
Branch. :

9. One comment, from the author of
the Panel’s minority report on
combinaton products (44 FR 69757-
69790}, suggested a number of changes
in the minority report, which, the

Published in the FEDERAL REGISTER in 1983 (Vol.

comment stated, would make it
consistant with the agency’s general
guidelines Tor OTC drug combination
products [Ref. 1), which were published
after the Panel had adopted its report.
The comment requested that this
minority report, with suggested
revisiony, replace the combination
policy recommended by the majority of
the Panel members in § 348.20, adding
that such a replacement would eliminate
the provisions of the majority repott that
have no therapeutic or scientific basis.
The agency accepts the changes in the
minority report and has considered
these revisions along with the
combinatioti policy developed by the
majarity of the Panel and other
comments received [see comment 8
above and comments 10, 11, and 12
beiow]}, The agency's proposed )
regulations for combinations of OTC
external analgesic active ingredients,
based on the considéeration of all these

‘factors, are set forth in § 348.20 of this

tentatlve fina) monograph. The agency
believes these propesed regulations

" have therapeutic and scientific bases

and are consigtent with the regulations
governing combinations of OTC actlve
ingredients in § 330.10(a)(4)(iv) and the
agency's supplementary quidelines (Ref.
1}. Therefore, the agency sees no reason
for the revised minority report to replace
the combination policy recommended by
the majority of the Panel.

Relerence

{1) Food and Drug Administradon.
»General Guidelines for OTC Drug
Comhblnatien Products,” September 1978,
Daocket No. 78D-0322, Dockets Management
Branch,

10. One comment supported the
combination policy recommended by the
majority of the Panel (44 FR 69735), but
objected to limiting combination
products to no more than one active
ingredient from each specified group in.
§ 348.20 (a), (b), and {c). The comment
requested that more than one ingredient
from each group be permitted provided
that the combination conforms with the
OTC drug review regulations ’
{§330.10(2}{4){iv)).

The combination policy in
§ 330.10[a}[4}{iv), as supplemented by

the agency's general guidelines for OTC °

drug combination products (Ref. 1),
specifies the criteria for OTC
combination drug products. The
agency's guidelines state that
ingredients from the same therapeutic
category that have different mechanisms
of acton may be combined to treat the
same symptoms or condition if the
combination meets the OTC
combination policy in 21 CFR
330.10{a)(4){iv) in all respects and the

"gombination ia. on & benefit-to-risk

basis, equsl to or better than each of the
active Ingredients used alone at iis
therapeutic duse. The guidelines also
atate that Category [ active ingredients

" {rom the same therapeutic category that
-have the same mechanism of action
. should not ordinarlly be combined

uniess there is some advantage over the
xingle ingredient in terms of enhancing
effectiveness, safety, patient
acceptance, or quality of formulation.
Thus, the combination policy in
§ 330.10{a)(4)(iv) and the agency's
supplementary guidelines do not limn
the number of ingredients from the same
pharmacologic group that may be
combined, provided data are presented
to show that the combination meets the
necessary ctiteria. The comment,’
bowever, did not submit any such data.
Combinations containing ingredients
froma the same pharmacologic group will
be permitted if adequate date are
presented to the agency, and § 348.20
will be amended accordingly.
Refsrenca

(1} Food and Drug Administration,
“General Guidelines for OTC Drug
Combination Products,” September 1978,

Docket No, 7aD-0322, Dockets Management
Branch.

11. One comment requested that
hydrocortisone he allowed in
combination with the ingredients in

"group I A (the "caine™ type analgesics}

listed at 44 FR 85786. The comment
argued that to prohibit such
combinations is a departure from the
combination policy set forth in 21 CFR
330.10{a)(4){iv}. that the markeflng
history of these combinations in
prescription products dose not show en:
adverse resctions, and that the
effectiveness of such combinations is
well documented by the effectiveness o
the individual ingredients, Anotber
comment requested that hydrocortisone
combinations not be classified in
Category II because there are various
other pharmacologica)l categories of
drugs that can properiy be combined
with hydrocortisone, such as antifunge!
agents or skin protectants. The commer
requested that consideration be given
inciuding under § 348.20(b) *
combinations of hydrocertisone with th
other ingredients Jisted under
recommended § 348.10(b).

The agency does not agree with the
commenta that hydrocortisone should t
allowed io be marketed OTC in
combination with other.external
analgesic active ingredients at this tim«
The “caine’-type analgesics bave
indications similar to hydrocortisone.
but have difforent mechanisms of

48) DODE p. / (D
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FDA's Genera)] Guidelines for OTC Drug
Combination Produsts allow for such
commbinations if the combination is on a
benefit-to-risk basis equal to or better
that each active ingredjent used alone at
its therapeuatic dose {Ref. 1}. However,
no evidence has been submitted
demonstrating that the combination of
hydrocortisone with a “caine” analgesic
would meet this criterion. If such data
are received, the agency will consider
an addition to § 348.20.

The agency notes that the Panel's
recommended monograph for skin
protectant drug products, published in
the Federal Register of August 4, 1978
{43 FR 34828}, provides for certain skin
protectants to be labeled for the
symptoms of oozing or weeping due o
poison osk or poison ivy (§ 347.50{b)(8)).
while the recommended monograph for
external analgesic drug products
includes relief of minor skin irritations,
itching, and rashes due to poison oak or
poison ivy in the label indication for
bydrocortisone (§ 348.50(b)(3)). The
agency therefore will consider the
combination of a skin protectant with
hydrocortisone for breatment of the

symptoms of poison oak or poison ivy if  camphorated metacresol over 3 percent .

data to support such a combination are
submitted. Combinations of antifungal
agents and hydrocortisone were

. considered by the Antimicrobial II Panel
in its report on antifungal drug products,
published in the Federal Register of
March 23, 1982 (47 FR 12480). Such
combinations will be addressed in that
rulemaking.

Refarence '

(1} Food und Drug Administration.
“General Guidelines for OTC Drug
Combination Products,” September 1978,
Docket No, 7800322 Dockets Management
Branch,

. 12. One comment stated that the
Panel's recommendations is § 343.20[a)
would not sllow & combination of
camphor and menthol, but would ullow
a combination of camphor, mentbo), and
certain other external analgesic active -
ingredients. The comment requested that
§ 348.20(a) be amended to allow
combination preducts containing only
camphor and menthol as the active
ingredients.

The agency agrees with the comment
that the monograph should provide for
combinaticn products containing
camphor and menthotl as the only active
ingredients. The omission of this
combination appears to have been an
oversight. Accordingly, the agency is
proposing to amend § 348.20 by edding
new paragraph (a){6) to read as follows:

(6) Camphor identified in
§ 348.12(b)(1) may be combined with
menthol identified in § 348.12{b){2).
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13. One comment stated that the
Panel's recommended concentration
limits for phenol and camphor are not
appropriate for & product containing a
complex of the two ingredients and
requested that 4.7 percent phenol
combined with 10.8 percent camphor in
light mineral oil be permitted in
analgesic, anesthelic, and antipruritic
drug products, The comment argued that
the clathrate complex that is formed'
when camphor is combined with phenol
significantly reduces the available
phenol and camphor, The comment
submitted data to show that the *
combination ig less irritating then the
same amout of phenal or camphor alone
and added that, based on actual
consumer use, 8 product containing this
camphor/phenol combination produces
remarkably little irritation or erythema
[Ref. 1).

- Another comment from a
manlfacturer of products containing
comphorated metacresol, which is
composed of camphor and metacresol in
a 3-to-1 ratlo, objected ta the Category
Il atatus of 1 to 3 percent camphorated
metacresol and the Category 1l status of

concentration (Ref. 2). The comment
explafped that the action of cresol is not
associated with protein binding and
would not therefore pocourage
continued release of “free” metacresol.
The comment stated that toxic doses of
cresol far exceed the quantities released
even by products containing 88 percent
camphorated metacresol. The comment
argued that its products. which contain
from 4 1o 88 percent camphorated
metacresol (compoged of 1 to 22 percent
metacresol and 3 to 86 percent
camphor), should be placed in Category
I based om their long history of safe use,
antd on date showing that metacresol is
the Jeast toxic of the cresols, that
metacresol is lesd toxic than phenal. and
that the rate of absorpiioo ef meiecresol
depends more on the arca covered than
on the concentration (Ref. 3). '
The Agency agrees with the comment
and the Panel that phenol combined
with camphor can be safely used ata
higher concentration than phenol used
alone. Since the Panel adopted its
reporl, the agency has verifled that the
amount of free phenol is reduced when
camphor and phenol are combined {Ref.

. 4). Although Ihe Pane! recommended in

- ita nonograph a maximum level of 2

.. percent phenol and did not provide for a

different concentration of phenol in
combination with camphor, the Panel
stated in its report that “"When camphor
is added to phenol, a liguid forms. This
reduces the severity of the topical
reaction and the absorption of phenol

® * *" [44 FR 89833). In addition, the

summary minutes of the Parel's ce- cath
meeting indicate that the Panel intended
to place the combination of 4.7 .ercent
phenol and 10.8 percent camphor ‘nto
Category I for both safety and N
effectiveness (Ref. 5). The Panei
concluded that both phenol and
camphor as single ingredients are
Category 1. The Panel's Category 1
tecommendation for the complex was
inadvertently omitted from its
recommended monograph.

Another panel, the Advisory Review
Panel on OTC Antimicrobial Drug
Products (Antimicrobial I Panel}, stated
that "when camphor is used with phenol
in an oil formulation, the concentration
of phenol should be no more than §
percent” (39 FR 33133). In reviewing
data on camphor/phenol combinations,
the Antimicrobial 1 Panal concluded that
“tha presence of campher also retards
the absorption of phenol after topical
application. A 1-hour exposure of the rat
tail to a 4.8 percent aqueous phenol
solution resulted In the absorption of 71
mg of phenof; whereas, the exposure to
10.9 percent cemphor combined with 4.5
percent phenol resulted in the
absorption of only 16 mg phenol” {38 FR
33122). Tbe agency concluded in the
tentative final monograph for OTC
topical antimicrabial drug products
“that the total concentratlon of phenol
in powders and in aqueous, elcohollc or
oil formulations be restricted to less
than 1.5 percent. When camghor is used
with phenol in an oil formulation, the
concentration of phenol should be no
meore than 5 percent” (43 FR 1238), To
reduce the irttating potential of phenol

-when concentrations of 4.7 percent are

used. camphor must be present in
excess of that concentration [Refs. 1 and
4). Accordingly, the agency is proposing
thet 4.7 percent phenol, when it is
combined with 10.6 percent camphor. be
included in the tentative finaj
monograph. The agency is proposing to
add new paragraph {b)(4) to § 348.20 to
read as follows:

{4) Campbor and phenol identified
§ 348,10{b}(3} and (8) may be combined
in a light mineral oil, USP vehicle.

At thig timme, the agency is proposing
to reatrict the vehicle ta light mineral oil,
USP, because safety and effectiveness
have been established in that vehicle
only. Different vehicles can change the
irritating properties of the combination
(Refs. 6 and 7). There is evidence that
vehicles containing glycerint or gelling
agents guch as eilicon dioxide can
increase the irritating properiies of the
combination (Ref, 7). Therefore, ali other'

. vehicles are classified as Category I at

this time. Interested persons may submit
data to support the use of other vehicles.
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“Regarding camphorated metacresal,
the Panel stated that it is either a
“complex” formed by the interaction of

. camphor with metacreso} or a wolution

-of the cresol in camphor. Since the panel
adopted its report, the agency hes
determined that metacresol behaves
similarly to phenol with respect to
bonding with camphor and therefore can
be considered a “compiex” and
categorized as camphorated metacresol
{Ref. 4).

As a single Ingredient, metacresol was

not reviewed by the Panel. However, it
has been shown to be somewhat less

toxic than phenol based on the following.

LDs, data {Ref. 3): .
LDeo METACRESOL AND PHENOL (IN G/KG)
. Mats-

Spaciens Roula crasch | PTeenal
Aabbil ... ... — ! Subsumnec ... SR S (R 0.50
Cat oasl o0
Mouse._ .. SUDCULAMOUS. ..o s seenses 045 0.25
Cat oza} oA

The results Indicate that the'range of
acute toxicity of metacresol is similar to
phenol, -

Based on the available information,
which includes recognition of the
combinstion of phenol and camphor as
Category L data showing metacresol is
equal to or less toxic than phenol, and
the new data showing that metacreso}
bonds 1o camphor similarly to phenel,
the agency concludes that camphorated
metacresol is Category I but only when
prepared from camphor and metacresel
combined in & 3-to-1 ratio not to exceed
a concentration of 10.8 percent camphor,
Based cn a 3-to-1 ratio of camphor to
metacresol with a limit of 10.8 percent
camphor, the vpper limit for metacresal
is 3.6 percent. Thig 3-to-1 ratio resuits in
reduced irritation (Ref. 2). The agency is
proposing a lower limit of 1 percent
metacresol based on information on
marketed products submitted by the
comment {Ref. 2. Accordingly, the
agency is proposing to add new
paragraph (b} to § 348.3, Definitions, in
this tentative final monograph to read as
Tollows:

(b) Camphorated metacresal. a
complex consisting of camphor and
metacresol combined in a ratio of 3
parts camphor to 1 part metacresol.

The comment did not provide
sufficient data to establish geperal
recognition of safety of 8 concentration
of metacresol greater than 3.6 percent
when this ingradient is combhined with
camphor. The studies reviewed by the
Panel and the studies submitted by the
comment (Ref. 2} were very limited in
scope and are ipadequate to
demonstrate safety of higher
concentrations, Most of the animal

_taxicity studies tested only one animal,

observed the anims: only for a short
period of time, and did not include a
detailed examination of the animat
following drug application. The
comment’s statements about rate of
relégaa of metacrosal are unproven
because the comment submiited no
informaton on the quantity of
metacresol released under the
corulitions of use. The comment also digd
not submit any data to support the
safety of concentrations of cemphar

. above 10.8 percent.

In regerd to the comment's claim of
“long history of safe use,” marketing
history alone cannot be regarded as
adequate proof of safely. The safety of
camphorated metacresol as an external
analgesic above the estsblished dosage
{not to exceed 3.6 percent metacrescl

and 10.8 percent camphor) bas not heen _

established; and therefore .
concenirations above this dosege
remain in Category III.

References

{1] Comment No. C0013, Docket No, 78N—
0301, Dockets Management Branch,

{2) Comment No. C0006, Docket No. 78N-
6301, Dockets Mgnagement Branch.

{3) Public Health Service, The National
Institutes of Health, “Phenol and lis
Derlvatives: The Relation Between Their
Chemical Constitution'and Their Effect on the
Organism," by W. F. Von Oettingen, Naticnal
Institutes of Health Bulietin. M¢. 390, pp. 59~
71,1843,

(4} "OTC Drugs," {Camphor and Phenal).
Semiannual Report of Laboratory Activities,
Buteau of Drugs, Food and Prug
Administration, October 1881 to July 1882
Docket No. 78N-0301. Docket Management
Branch.

(5} Sumroary minutes of Seventh Meeting of
the Advisory Review Panel on OTC Topical
Analgesic, Antitheumatic, Otic, Burn, and
Sunbum Prevention and Treatmeni Drug
Products. p. 4, January 30 and 31, 1974,
included in OTC Volumte 06BPAZ

{#) Deichinann, W. B., T. Miller, and |. B.
Reoberts, “Local and Systemic Effects
Following Application of Dilute Solutions of
Phenol in Water and in Camphor-Liquid
Petrolatum on the Skin of Animals," Archives
of Industriof Hygiene und Occoptional
Medicine, 2:454-481, 1850 -

-[7) Sterling-Winthrop Research Institute,
*Eye and Skin Irritation Study with Campho-
Phenique Ge! in the Rabbii," Table L
unpublished study, September 26, 1977,
Comment Mo, C0013, Docket No, 78N-¢301.
Dnckets Management Branch.

D. Comment on Tesiing of External
Anolgesic Drug Producis

14, One comment suggested several
methods for testing the actions, effects,
gnd efficacy of external analgesic
ingredients. These included a lahoratory
animal study utilizing frolamine
salicylate tagged with Carbon-14 to
determined the degree of local

Il

penetraticn and distribution of this
ingredient and developing a model to
study the effects of topically applied
trolamine selicylate on local tissue
prostaglandin levels. In addition, the .
comment suggested a method of testing
external analgesic ingredients in
humans that is detailed in a published
study and involves [nducing muscle
soreness by a controlled amount of
exercise and measuring the bicelectrical
aclivity of the muscle by
electromyography before and after
external analgesic use o determine
muscle soreness and the extent of drug
activity (Ref, 1},

In the Federal Register of September
29, 1981, (49 FR 47740), the agency
published a policy stetement that
inciuded procedures for the submission
and review of proposed {esting
protocols, for agency meetings with
industry or other interested persans. and .
for agency communicetions on
submitted test data and other
information. Under this policy, the
agency provides copsultation on
protocals or testing guidelines, but these
communicetions are not included in the -
administrative record for the related
OTC drug monograph unless they
directly influence an agency decision on
a particnlar matter in the monegrapk or
provide the substantiation for the
agency's decislon on that matter. For
example. a protocol or test guideline
would not normaily become part of the
administralive record, but the results of
{he study would be included in the
administrative record. The testing
methods suggested by the comment do
not influence the agency's decision on
the Category I status of trolamine
salicylate; therefore, they will not be
discussed further in this document.

Reference

(1) White, J. R., and ]. N. Sage, “Tapical
Analgesic on Indvced Muscular Pain,™
Physicol Theropy. 5066=172, 1970,

E, Camments on Labeling of External
Analgesic Drug Producis

15. Several comments objected to the
agency's policy of specifying a limited
list of terms as the only permissible
indications for external anelgesic
praducts. One of the comments argued
that it is improper and inappropriate to
legislate the use of words and phrases
through a rulemaking. One comment -
stated that the agency lacks statutory
authority to preacribe exclusive lists of
terms. All the comments requested that
the final monograph ellow the use of
alternative or additionai lebeling terms
that ere truthful, accurate, not
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misieading, and intelligible to the  --
CONSUMeET, -

During the course of the OTC drug
review, the agency has maintained that
a monograph describing the conditions
under which an OTC drug wiil be
generally racognized as safe and
eflective and not misbranded must
include both specific active ingredients
and specific labeling. (This policy has
become known as the “exclusivity
rule.”} The agency's position has been
that it is necessary to limit the
acceptable labeling language to that
developed and approved through the
OTC drug review process in order to
ensure the proper and safe use of OTC
drugs. The agency has never contended,
however, that any list of terms
developed during the course of the
review literally exhausis gll the
poesibilities of terms thet appropriately
can be used in OTC drug lgheling.
Buggestions for additional terms or for
other labeling changes may be
submitted as comments to proposed or
tentetive final monographs within the
specified time petiods or through
petitions to amend monographs under
§ 330.10(a}(22). For exampla, the labeling
proposed in this tenfative final
monograph has been expanded and
revised in respense 1o comments
received.

During the course of the review,
FDA's position on the “exclustvity rule”
has been questioned meny times in
comments and objections filed in
response to particular proceedings and
in correspondence with the agency. The
agency has also been asked hy The
Proprietary Association to reconsider its

" position. To assist the agency in
resolving thia issue, FDA conducted an
open public forum on September 29, 1982
at which interested parties presented
Lheir views. The forum was a legislalive
type administrative hearing under 21
CFR Part 15 that was held in response to
5 request for a hearing on the tentative
final monogreph for nighttime sleep-aids
and stimulants (published in the Federal
Register of June 13, 1978; 43 FR 25544).

_The agency's final decision on this issue
will be announced in the Federal
Register following conclusion of its
review of the material presented at the
hearing.

16. One comment disagreed with the
Panel's recommendations that inactive
Ingredients and the quantity of the
ingredient be listed in the labeling of
OTC external analgesic drug products.
The comment argued that a list of
inactive ingredienis would be
meaninglesa to all but a few consumers
and that such a list might '
overemphasize the importance of the

inactive ingredients, obscure more
meaningful Information such as
warnings or directions for use, and be
more confusing then helpful. The

comment algo stated that if the quantity

of the inactive ingredients had to be
listad thers would be an additional
problem of changing the labels
whenever the guantity of an inactive
ingredient is changed.

The agency agrees with part of the
Panel's recommendation, The Federal
Food, Drug, and Cosmetic Act does not
require the identification of all inactive
ingredients in tha labeling of OTC drug
products. Section 502{e) (21 11.8.C.
352(e}) does require disclosure of active
ingredients and of certain ingredients,
whether included aa active or inactive
components in a product, Although the
inclusion of all inactive ingredients in
OTC drug product labeling is not
required, the agency urges
manufacturers to list all inactive
ingredients voluntarily, as suggested by
the Panel. Consumers with knewn
allergies or intolerance to certain
ingredients could then select products
with increased confidence of safe use.

With regerd to listing the quantity of
inactive ingredients, section 502(e) (21
L1.5.C. 352(e)) limjts the requirement for
stating the quantity of active ingredients
in OTC Irbeling ta those specifically
named in that section. The agency
cennot require lisfing of the quantity of
any ingredient, whether aclive or-
inactive, in OTC drug products, except
those designated in the act. :

17, One comment questioned the
Panel's qualifications and competence
to evaluate and judge what message
was being communicated to the
consumer, expressed in lay terms, in its
recommended labeling. The comment
stated that in many ceses the words and
phreses recommended by the Penel
were baged on the Panel's own
perceptions as to what the terms
comnmunicate to the consumer and that
the Panel did not provide any
documeniation, surveys, etc., to support
its findings.

Since ita inception, the OTC drug
review has focused on developing
labeling of OTC drug products that can
be understood by the average consumer.
While the agency acknowleges that .
professional experience in mass
cornmunication was not a criterion for
participation in the OTC drug advisory
review panels, the clinical background
of the physicians, pharmacists, and
other health professionals on each panel
involved direct experience with patienta
and an awareness of the terms used by
them to refer to their symptoms. In
addition to members of the scientific

and medical communities, each panel
Included representatives from industry
and consumer groups end thus had
access to the experience of these groups
in mass communication of medical
terminology. Finally, any citizen
interested in-doing so could participate
in the OTC drug review by presenting
views at pane] meetings, and. now that
the panels have concluded their
reviews, by commenting on advance
notices of praposed rulemaking or by
commenting ot objecting to tentative
finel monographs proposed by the
agency. A number of changes in the
Panel's recommended labeling of
external analgesic products have heen
incorporated inte the agency's proposed
labeling as a resuit of comments
received, The agency urges anyone
having suggestions for making the
labeling language wsed in the external
anaigesic final monograph more
understandable 16 the average consumer
to submit these suggestions in comments
responding to this document. Aflera
final monograph for external analgesic
drug products is issued, such
suggestions may be made in the form of
a petition to amend the monograph
according to the procedures described in
21 CFR 1030,

18, One comment to the advance
notice of proposed rolemaking for OTC
cold, cough, allergy. bronchodilator, and
antiasttunatic drug products (published
in the Federal Register of September 9,.
1978: 41 FR 38312] requested that OTC
external analgesic drug producis be
included in the table at 41 FR 38320 that
listed specific symptoms and the
corresponding pharmacologic groups of
drugs for the treatment of these
symptoms. The comment suggested that
item 8 of the table, “Generalized
aching,” be expanded to include the
Category I labeling indications for
topical analgesics, counterirritants, and
tubefacients recommended by the
Topical Anaigesic Panel.

The agency does not agree that
external analgesic drug products are
suitable for inclusion in item 8 of the
Cough/Cold Panel's table because this
inclusion would imply that external
analgesics should be labeled for relief of
symptoms of aching due to common
cold. The agency is not aware of any
data, nor were any submitted, indicating .
that these products are eHective in
relieving symptoms of aching due to the
common cold. if such data are submitted
in the Future, the agency will reconsider
this claim. -

19, One comment suggested that the
claims not reviewed by the Topical
Analgesic Panel but considerad by other
panels {e.g.; "antiseptc,"” "fungistatic for
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athlete’s % ::"} and claims deferred 1o

* other panels {e.g., “pain due to
hemorrhoids,” "piles,”} should not have
been listed under Category Il labeling in
paragraphs (&) and (e} {44 FR 69845). but
should have been left unclessified.
pending classification by the
-appropriale panels.

The agency agrees with the comment
that the claims under {d} and (e} at 44
FR 69845 shonld hot be classified in
Category II In the rulemaking for
externsl analgesic drug products. These
claiing have been deferred to other
panels and are covered in separate
rulemaking proceedings. With the
exception of claims relating to diaper
rash, these claims will no longer be
considered in this rulemaking. Drug
products for the treatment of diaper rash
were reviewed by the Advisory Review
Panel an OTC Miscellaneous External
Drug Products, which recommended that
some of the ingredients in those drug
products be evaluated in the external
enalgesic lemaking. As noted above
the Federal Register of September 7,
1982 [47 FR 3%412) included & notice of
reopening of the administrative record
to include the Miscellaneous External

Panel's statement on drug products for
the treatment of diaper rash. The agency
will address the use of external -
anaigesic active ingredients for the
treatment of dizper rash in this
rulemaking in & future Federal Register

whlication.

20. One comment siated that there is’
no evidence thal the term “extemnal
analgesic,” the Panel's recommended
statement of identity, is more
informative to consumers than other
terms such ma "topical anaigesic™ or
“pain relievifig oirtment." The comment
suggested that the latter terms be
allowed in addition to “external
analgesic.”

The agency agrees that the terms
referred to by the comment would be as
informetive to consumers as the Panel's
recommended statement of identity.
Therefore, the agency is proposing the
following alternative statements of
identity in § 348.50{a)(1); “The labeling
identifies the product as an 'external
analgesic,’ ‘topical analgesic,' or 'pain
relieving {/nsert dosoge form, eg.,
crecm, lotion, or ointment).' "

21. Several comments requested that
the staterment of identity for QTC
hydrocortisone products be changed
from “antipruritic™ to "anti-itch.” The
comments argued that “antipruritic” is &
techrical term that would not be -

. understood by mast consumers and that
the termn “anti-itch" would be more
meaninghul. .

he agency agrees with the comments
wat the term “antipruritic” may not be

Published in the FEDERAL REGISTER in 1983 (Vol.

well understood by many consumers
and, if vsed, should be associated with a
nontechnical tezm. Accordingly. the
following statements of identity are
being proposed for hydrocortisone
products in § 348.50{8){2): “antipruritic .
(anti-itch),” “enti-itch," and “antipreritic
{anti-itch)” or “anti-itch” followed by a
description of the dosage form, e.g..
“anti-iich eream.” ~

22. One comment stated that
hydrocortisone is probably not effective
for the relief of itching due tc insect
bites, or for contact dexmatitis due to
poison ivy, oek, and sumac and that
more potent corticostereids are usually
required for these problems. Another
comment guestioned "whether
consumers can accurately disgnose
contact ‘dermatitis’ due to ‘poison oak’
or 'poison surnac™ and added that the
labeling terminology should be revised.

The agency is aware that severe skin
inflammation ceused by poison ivy does
not respond to topically applied
hydrocortisone, and that even the
stronger halogenated steroids are not
effective when used topically in such
instances. Severe poison ivy often
requires systemic steroid therapy.
Tepically applied hydrocortisone ia also
not effective in relieving severe
reactions to insect bites. However, the
itching due to mild poison ivy and to
normal reactions to insect bitea is
relieved by topical hydrocortisone at
QOTC strength (Refs. 1, 2, and 3). The
agency believes that the words
"temporary” and "minor” in the
indications for hydrocortisone are
sufficient to alert consumers to the
appropriate use of this ingredient. The
agency ia proposing deletion of the word
“dermatitis" from the OTC
hydrocortisone label becruse this word
is not apt ta be readily undersiood by
consumers. This word is suitable for
professional labeling, and a closely
refated term, “dermatoses,” is included
under "Indigations and Usage" in the-
agency's clasg labeling guideline for
topicel corticosteroids {Ref. 4).
Manufacturers should follow this
guideline in developing professional
labeling for hydrocortisone drug
preducts. The térms “poison oak” and
“poison sumac” are retained in the
proposed OTC labeling because these
piants and the rash and itching they
cuuse sre familiar to consumers whe
live in arees in which the plants sre
found. *

Refersnces

{1) Letter from A. M. Kligman 10 C. C.
Evans, FDA. November 3, 1880, Dockel No.
78N-0301, Dockets Management Branch.

{2} Fisher, A A., “Contact Dermatitis.” 24
Bd.. Lea and Febiger. Philadelphia, pp. 264
285, 14T

(3} Domonkas. A. N.H. L Armold, and R. E.
Odom. “Andrews' [Mseasea of the Skin,” 7th
Ed., W. B. Saunders Co., Philudelphia, p. 558,
1982,

[4} Food end Drug Administration. “Topigal
Corticosterpids Class Labeling Guideline,”
Docket No. 8100274, Dockets Management
Branch.

_23. One commenl stated thal. because
the claim “relief of cuts, scratches,
ebrasions, wounds, etc.,” is similar to
indications recommended by the Panel
in § 348.50({b)(2), the Panel must have
inadveriently included this elaim under
Category H labeling at 44 FR §9844-
69845,

The Panel concluded that the above
claim was confusing and meaningless to
consumers because external analgesic
drug products relieve the pain of cuts,
scratches, abrasions, wounds, elc., but
do not provide “reliefof cuts * * * ",
The agency concurs with the Panel's
Category H classification of this claim.

24, One comment argued that there is
a need for a distinction between the
labeling of topical analgesic and topicel
anesthetic ingredients. The comment
stated that the Panel had differentiated
between analgesics and anesthetics
through distinct definitions in § 348.3(d}
and (e), by establishing separate
subgroups of external anaigesics {44 FR
88786), and in its combiration policy.
The comment pointed out that lopical
analgesics depress cutaneous sensory
receptors without necessarily abolishing
other sensations (i.e.. cause a partial
blocking of subcutaneous terminal nerve
endings}, whereas topical anesthetics
completely block pain receptors,
resulting in a sensation of numbness,
The comment concluded that consumers
should be informed of these distinctions
and suggested the following examples of
wording that could be nsed in the
indications for topical anesthetic
ingredients: “complete temporary relief
* """ “completely blocks * * *"
“temporarily stops * * *" "completely
stops Fowoen

The agency does not agree that there
is & need for a distinction between the
labeling of topical analgesic and topical
anesthetic products. In use, the effect of
topical anesthetics is ind{stinguishuble
from the effect of topical analgesics. -
Topical anesthetics sre thearetically
capable of completely blocking pain
receptors, but factors may affect the
penelretion of topical anesthetics
through the Jkin and prevent complete
blacking of the subcutaneous psin
receptor site. Some of the faclars
affecting penetration of topical
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anesthetics through the skin are'ns
follows: {1} Drugs mors resdily
penetrate to the subcutanecus receptor
sites through damaged skin than through
intact ski. Therefore, the effecl of
topical anesthetic products may he
enhanced when they are applied to
abraded, scratched. or burned skin. [2)
Drugs penetrate hydrated sxin and thin
skin (for example, in the groin area)
more readily than thick skin (such as on
the palms of the hands). {3) Penetration
may be aflected by certain disease
conditions such as eczema, which
causes thinning of the skin; by product
formulation: or by ionization of the
active ingredient.

Because of these factors and because
the Panel felt that there is no
recogrizable difference in effectiveness
between anesthetics and enalgesics. the
Panel recommended that topical.
enalgesics and anesthetics that depress
cutaneous sensory receplars beer the
same indication: “For the temporary
relief of minor aches end pains of
* * ** The agency believes that
consumers would be misled if an
external analgesic product were labeled
as providing "“complete temporary
relief,” “completely stops,”.or
“completely blocks™ minor aches and
pains. The agency concurs with the
Panel’s recommended wording (*'for the
temporary relief of"} and is proposing
this wording in the tentative final
monograph.

25. Two comments stated that the
iollowing language should be allowed in
the labeling of external analgesic drug
products, based on langeage that was
not recommended by the Panel but was
contained in its report: “for relief of pain
in joints, muscles, tendons,” "rélieves
pain without ceiising numbness,”
“completely blocks pain receptors.”
*relieves pain by reducing
inflammation." "numba and abolishes
responses to painful stimuli.,” and
“rheurralism.”

The Panel allowed the claim “for the
temporary relief of minor eches and
pains of muscles and joints." The
agency concurs with the Panel thal the
indications for OTC external analgesic
drug products should emphasize that
these products relieve only minor pain
and have an action that is only
temporary. The Panel did not review
data an the nse of external analgesic
drug preducts for relief of pain in
tendons, nor did the comment submit
any data. Thus the agency is not
proposing & claim for relief of pain in
tendons until data are submitted to
demonstrate the effectiveness of
external analgesic drug products at
these sites.

Published in the FEDERAL

Clalms regarding numhness or similar

. claims, such as completely blocking pain’

receptors or abolishing responses to
painful stimuli, may be misleading to
consumers because the manner in which
external enalgesic drug products are
used deteymines whether they cause

" numbness or not. For example, the
application of a product on abraded skin -

may cause numbness because of
Increased absorption that occurs,
whereas spplication of the same praduct
on intact skin may not cause numbness.
(See comment 24 abave.)

The agency believes that the term
“reducing inflammation” shouid not be
included as an indication—except when
the term “inflammation" is used as a
descriptive term related to the relief of
itching associated with the nonserious
conditions in the recommended

" indication for hydrocortisone and

hydrocortisone acetate. (See comment
29 helow for further discussion.} While
the terms "'arthritis” and “rheumatism™
are uged interchangeably by some
comsumers, *arthritia.” the more -
accuraie and precise term, is more
readity understoed by the majority of
consumers. Substituting the term
“rheumatism" probably would not
increase consumers’ understanding of
the use of counterirritants and might
cause confusion. In addition, the agency
proposes to delete the terms “lumbago”
and “neuaralgia” from the Panel's
recommended Jabeling in § 348.50(b){1}
because they are not readily understood
by consumers. The revised indication in

. § 340.50(b){1) for external analgesic

products containing counterirritant
active ingredients is as foilows: “For the
temporary relief of minor aches and
pains of muscles and joints" {which may
be fullowed by: “associsted with™
{select one or more of the following:
“simple backache,” “arthritis,”
“strains,” “'bruises,” and “sprains.™)]

26. Three comments disagreed with

the Panel's placement of claims such as -

"o

“relief of deep-seated gain,” “deep
strength,” and “penetrating beat relief”
in Category lII. The comments clairsed
this classification was inconsistent with
varioua statements made by the Panel
about the mechanism of action of
counterirritants (44 FR 89779}, and the
following statement regarding methyl
sslicylate: "methyl salicylate acts as a
counterirritant for the temporary relief

" of deep-seated pain" {44 FR 69830). The

comnenis maintained that relief of
“deep-seatad pain” is an estahlished
benefit of counterirritant ingredients,

‘and that claims such as “deep strength,”

"penetrating heat relief,"” and “relief of
deep-seated pain" should be acceptable
claims along with claims such as

“pene‘rating relief’” that were found
acceptable by the Punel.

One comment ergued that the
following labeling terms thut the Fanel
placed in Category I! ar= not mis!=ading
or meaningless to consumers: “fast,”
“swift,” “sudden,” “immediate,”
“prompt,” “poignant."” and “bright.” The
cornment added that the Pznel did not
give any reason why the term “fast™ was
considered misleading. Ar.other
comumnent stated that studies submitted
to the Panel show that certain external
analgesic ingredients do act within
minutes, and thair action may be
considered “fast” in layman’s terms,
peinting out that the Panel failed to
describe what time period would ke

. scceptable as "fast,” i.e.. what data it

considered sufficient to suppori this
claira. .

The OTC drug review program
establishes conditions under which QTC
drugs are generally recognized as safe
and effective and not misbranded. Two
principal conditions examined during
the review are allowable ingredients
and allowable labeling. The FDA has
determined that it is not practical—in
terms of time, resources, and other
considerations—to set standards for all
labeling found in OTC drug products.
Accordingly, OTC drug monographs
regulate only {abeling related in 8
significant way 1o the safe and effective
use of covered produsts by lay persons.
OTC drug monographs establish
allowsble [abeling for the following
iters: product statement of identity;
names of ective ingredients; indications
for use; directions for use; warnings
against unsafe use, side effects. and
adverse reactions; and claims
conceming mechanism of drug action.

Asg with atl OTC drug products.
exlernal analgesics are expected lo
achieve their intended results within a
reasonable preiod of time. However, the
speciiic period of time wilkin which
exiernal anzlgesics achieve these resnlis
is not related in a significant way to the
safe and effective use of the products.
Therefare, terms such as “fast.”
“prompt," “swift," *sudden,” and
“immediate” would not signa! any
property tnet is imporiant to the safe
and effective vuse of these products. and
these terms are outside the scope of the
OTC drug review. For other clasges of
products in the OTC drug review,
however, statements relating to time of
action may properly fall within the list
of terms covered by the mongraph.
Likewise, claims concerning
nontherapeutic characteristics of drugs
such as color, odor, or touch (eg..
“hright,” “poignant,” “pleasantly
scented,” or “‘greaseless™), ss discussed
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by the Panel at 44 FR 6378485765, are
not dealt with in OTC drug monographs.
The agency eciphasizes that even -
though these terms are outside the scope

of the OTC drug review, they are subject’

to the prohibitioms in section 502 of the
act {21 U.S.C. 352) releting ta labeling
that is false or misleading. Such terms
will be avatuated by the agency in
conjunction with normal enforement
activities relating to that section of the
acLk Moreover, any term that is outside
the scope of the review, even though it is
truthful and not misleading, may not
appear io any portion of the labeling
required by the monograph and may not
detract from such required information.

Claima concerning characteristics of
therapeutic performance (e.g..
»penetraling haat relief”) will he dealt
with only in cases where they imply the
existence of a characteristic that would
be therapeutically significant for the
drug in question, if proved. The agency
tentatively concludes that the statement
“penetrating heat reliel” does not
describe therapeutically significant
performance characteristics and will not
be dealt with in this monograph.
Accordingly, “penetrating heat relief” -
has been deleted from the section on
Category III labeling {444 FR 69857). For
the same reason, statements such as
“penetrating relief.” "warm comforting
relief." and “penetrating cooling action,”
which were found reasonable and
informative to consumers by the Panel
[44 FR 89785}, will not be dealt with in
this tentatlve final monograph. The
claim “penetrating pain relief,” however,
does.describe a therapeutically
sigrificant performance characteristic
by explaining the effect of
counterirritanta in language easily
understood by consumers. However. the
egency agrees with the Panel that thia
statement and similar ones should not
be included as indications {44 FR 89785).
Accordingly. the agency is proposing
new § 348.50(b)(4} in this tentative final
monograph under the heading “Other
allowable statements,” to include
statements describing pain relief, as
follows:

{4) Other allowable stotements. In
addition to the required infermation
specified in this paragraph and in
paragraphs {a). {&), {c). and {d) of this
section, the {abeling of the product may
contain any of the following statements,
provided auch statements are neither
placed in direct conjunction with
informaton required to appear In the
labeling nor occupy labeling space with
greater praminence or conspicuousness
than the required information.

{i) For products containing any
ingredient identified in § 348.12.

{a] (optional: “provides”) “penetraiing
pain relief.” :

(&) (optional: “provides”) “warming
pain reliel.”

{c) (optional: “provides™) “cool pain
reljed.”

(i1} [Reserved]

The agency finds that the term "“deep
strength” is vague and conveys no
useful information to consumers. A
number of interpretations are possible.
The term could refer to the extent of
pentration of the drug, the potency or
concentration of the drug, or the depth
of action of the drug. The “depth” of
action is dependent vpon the absorption
of the drug and not-necessarily upon its
concentration. Other Interpretations are
entirely possible. Because this term
could he interpreted in various ways, -
the agency considers the terin “deep
strength” too confusing and vague and
therefore does not propose to include it
in this monograph. In addition, the

- agency has reviewed the references

cited by the Panel at 44 FR 89830 (Refs. 1
through 5) in support of its siatement
that “methyl salicylate acts as &
counterirritant for the femporary relief
of deep-seated pain™ and determined
that these references do contain
sdequate data to establish that
counterirritant active ingredients relieve
pain distal to the site of application.
Despite the Panel's statement, the
agency conciudes that claims for “relief
of deep-seated pain™ are not suitable for
OTC counterirritants. Deep-seated pain
may be caused by a serious condition
not amenabie to seli-diagnosis and
treatment. The claim is therefore not
included in this monograph.

Refarances

{} Xrantz, [. C., Jr.. and C. }. Carr.
“Pharmacplogical Principles of Medical
Practice.” 6th Ed.. The Williama and Wilkina
Ce.. Baltimore. p. 200, 1965,

{2) Swinyard. E. A., “Demulcents,
Emollients, Protectives and Adsorbents,
Antiperspirants and Deodorants, Absorbeble
Hemostatica, Astringents, Irritants. Sclerosing
Agents, Caustics, Keratolytles,
Antiseborrheics, Melanizing and
Demelanizing Agents, Mucolytics, and -
Certain Enzymes.” in ““The Pharmacological
Basis of Therapeutics,” 4th Ed., Edited by L.
S, Goodman and A. Gllman, The Macmillan
Co.. New York, p. 993, 1870.

(3} Crossiand. J.. "Lewis's Pharmacology,”
4th Ed.. E. and §. Livingstone. London, pp.
5B2-583, 1970.

{4) Fulton, G. P., E M. Farber. and A. P.
Moraci, “The Mechanism of Action of
Rubefaclents,” The fournal of Investigativa
Dermatology, 33:317-325, 1950,

{5) DiPalme, ]. R. "Drill's Pharmacology In
Medicine,” 4th Ed., McGraw-Hill Book Co..
New York. p. 1038, 1871,

27. One comment disagreed with the
recommeodation that hydrocortisone be

used for itchy genltal and anel ereas.
“The comment was concerned about the
potentiai for absorption of -
hydrocost:sone when used in the
anogenital area and contended that the
Panel's recommended warning to
discontinue use and consult a physician
if symptoms pergis! for more than 7 day:

,will be ignored by many patients, and

that frequent and chronic use of
hydrocortisone in the genital areas may
cause problems such as progression of
an infection, dermal etrophy, and striae.

The Panel reached its conclusion that
topical hydrocortisone is safe for OTG
use in concentrations up to 0.5 percent
for itchy genital and anal areas after a
careful study of its use on 2ll areas of
the body, at a wide range of
concentrations, and for prolonged
periods of time (44 FR 695817 to £3822). Ir
addition, the Pane found that dermal
atrophy and strise are generally
associated with the more potent
fluorineted corticosterpids and have
been reported only rarsly for
hydrocortisone, and then only after long
term or excessive use (44 FR 69817).
Because these conditjons can arige with
long-term or excessive use, the egency i
concerned about the adequacy of the
Panel's recommended warning.
Consumers may use hydrocortisone in
the anogenital area for itching, which
may be alleviated after a few days of
treatment. If the hydrocortisone is then
stopped, the liching may recur within &
few days and the consumer may again
use hydrocortisone. Consumers may go
through several cycles of starting and
stopping iréatment with hydrocortisone
and the Panel's 7-day warning would be
inadequate to warn against such
overuse, The agency believes that the
wamning should emphasize to consumer
the need to consult a doctor not only fo
conditions that do not respond to self-
treatment, but also for those that recur
after such treatment with
hydrocortisone. For thia reason, the
agency is proposing to revise the Panel’
recommended warning ag follows: “If
condition worsens, or if symptoms
persist for more than 7 days or clear up
and occur again within a few days,
discontinue use of this product and
consult 2 (select one of the following:
*physician™ or "doctor”).

The agency further believes that
hydrocortisone products that bear the
indication for external genital itching
need to include a warning to inform
women not to use the drug in the
presence of vaginal dlacharge. A vagin:
discharge may be a symptom of an
infection, for which hydrecortisane is
not effective and professional treatmen
is needed. Accordingly. the agencv ia
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proposing the {oliowing warning in
§248.500c) (7Y “I) 2 not use If you havea
vaginal dfscharge. Consult a ' {select one
of the following: "physician” or
*doctor”').

The Panel recommended in § 348.50
(c){1}{i} that all OTC external analgesic
drug producis bear the warning "for
external use only.” The agency believes
it is necesaary to emphasize that OTC
drug produets containing hydrocortisone
are intended only for externat use in the
genital and anal areas and that this
information should be included in the
indications for use for thesa products.
The agency is therefore proposing to
change the wording of the indication for
hydrocortisone to read: for relief of
»* + * external {select one or more of
the following: 'genial.' ‘ferninine,’ and

‘anal’ {tching.” The term "feminine
itching” bas been added &s an optional
labeling term because it is e term that is
commonly used and understood by
COMSUmers,

Aas will be discussed in the preamble
of the advance notice of proposed
rulemaking for OTC vaginal drug
products, which wiill be published in &
Ffuture issue of the Federal Register,
three OTC advisory review panels have
made recommendations to FDIA
pertammg to the use of various OTC
druge in and around the vagina.

The Antimicrobial I Panet
recommended that certain entifungal
drugs cutrently evailable only by
prescription be considered generally
recognized as safe and effective for
“treatment of external feminine itching
associated with vaginal yeast {candidal)
infection.” However, the agency
dissented on the Panel's
recommendation because of {is concern
ahout consumer's self-treating itching
associated with a vaginal infecton (47
FR 12480). While the agency disagreea
with the use of OTC drug products to
treat vaginal infections, the agency
tentatively believes that hydrocortisone
uan be safely and effectively used OTC
to relieve external itching eround the
vagina. The agency recognizes that
consumers cannot identify the
underfying causes of such itching, but is
aware that hydrocortisone will praduce
symptomatic relief. If relief is not
obtained or the itching recurs, the
consumer ig advised to discontinue use
of the drug and to consult & doctor. The
agency will further discuss the OTC use
of antifungal drug products for this use
in the tentative final monograph for that
class of drugs.

In light of the different
recommendations from the three pa.neis.
previous agency actions, and the
comments submitted in regsponse to the
advance notice of praposed rulemaking

+ that products containing antipruritic

_ingredients may be labeled for itching

-addition, in order to improve clarity end

for OTC antifungal drug products, there
appears to be uncertainty regerding the
use of OTC drug products for treatin

the system of externa] itching arouns
the vagina. The agency is particularly
concerned about (1) the ability of a
woman to recogunize the nature or cause
of the itching in arder to determine
which kind of drug product to select to
treat i1, &.g.. &0 antipruritic or antifungal
for the external areas, including the
vulva, and {2} whether one week of aelf-”
medicating with an OTC drug product
gontaining hydrocortisone may pose an
unacceptable delay in seeking
professionel attention i the aymptom(s)
are due to gonorrhea, trichomonas,
candida, or other organisms which will
not be eradicated by topical therapy
with OTC drug products containing
hydrocoriisone. The agency is
teniatively agreeing with the Topical
Analgesic Panel that hydrocortisone can
be safety used OTC for relief of itching
if accompanied by appropriate warnings
but is inviting specific comment on this
issue, and particularly invites comment
from gynecologists, family practitioners,
and other health professionals.

28, One comment requesied that the
Panel's recommended indication for
antipruritic ingredients in § 348.50(b) (2}
be expanded to allow the general claim
“for the relief of itching.” The comment
argued that there is no scientific basis
for limiting the claim to itching due only
lo mino? burns, sunburn, minor cuts,
abrasions, insect bites, and minor skin
irritations. The comment concluded that
the antipruritic properties of the
ingredients included in § 348.10(b)
provide relief no matter what stimulates
the local itching sensation, and
consumers should be informed
accordingly.

The agency agrees with the comment

following indications are being proposed
in the tentative {inai monaograph as
- §338.50{b} (2) and (3):

(2} For products cortaining any
external anglyesic cciive ingredients
identified in § 348.10 /). (b, and {c}.
"For the tempotary relief of” [select one
of the following: “pain,” “itching,” or

“pain and uching“] {which may be
followed by: “associated with” (select
one or more of the following: “minor
burns,” *'sunbum,” “mmor cuts.
“sorapes,” “insect bites,” or “minor skin
irritations."])

(3) For products containing eny
external anelgesic active ingredients
idenlified in § 348.16(d}. "Fur the
ternporary relief of itching associated -
with miner skin irritations and reshes™
{which may be followed by: “due 10”
(select one or more of the followmg
“eczema,” "insect bites,” “"poison ivy,

“poison oak, or poison sumac,” “3o0aps,”
"“detergents,” "cosmelics,” “jewelry,”)
and/or (““and for external" {(select one or
more of the following: “genital,"
“ferninine,” and “anal") “itching.")]

28, Several comments requested that
the term “inllammation" be edded to the
indications for OTC hydrocartisone drug
products or that the term-“anti-
inflammatory" be used as the statement
of identity for these products. The
comments stated that it js medically
inaccurate and incomplete to categorize
hydrocortisane only a8 an antipruritic or
extenal analgesic, because the relief of
ttching or pain is secondary to its anti-
inflammatgry action. The comments
pointed out that the principal
pharmacologic action of hydrocortisone
has long been recagnized as anti-.
inflarnmatory, and consumers should be
informed of this activity to allow proper
use of the ingredient.

In its review of hydrocortisone, the
Panei gacknowledged that numerous
studies over a Z0-year period have
demonstrated the effectiveness of
topical hydrocortisone preparations as
antipruritic {anti-itch) and ant-
inflammatory agents and that
nydrocortisone preparations are
frequently used as anti-inflammatory
agenis (44 FR 689813-63824).
Nevertheless, the Panel recommended
that hydrocortisone for OTC use bear
labeling reiated only to its anti-itch
activity and recommended an indication

. statement thaet specified use for
nonserious conditions that the Panel
believed consumers could appropriately
self-medicate with hydrocortisone.

The statement of identity is intended
to communicate to consumers the
principel intended action of a drug in
terms that ere meaningful to the layman.
The agency sgrees with the Panel that

ingredients should be allowed to use the
indication “For the temporary relief
itching™ without listing examples of
causes of iiching. Such labeling would
be clearly recognizable and meaningful
to a consumer who was experiencing
itching without knowing the cause. The
agency is therefore proposing that
preducts containing antipruritic

only or for itching associated with one
or more causes. The agency is also
proposing the same type of alternative
tabeling for hydrocortisene product-. In

to simplify OTC labeling, the agency is
proposing 1o use the word “'scrapes”
instead of “abrasions” in the proposed
indication for antipruritice in
§ 348.50(b)(2).

Based vpon the above discussion, and
the discussion in comment 27 above, the
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the principal intendad OTC use of
hydmcnrusone drug products Is to
reiiave ftching. As discussed in comment
21 above, the agenay is propoeing “snoti-
itch” as the staterent of identity for
OTLC hydorcortisons drug prodocts.
Although hydrocortisone does have an
anti-inflammatory action, as the
comment and the Panel acknowledged,
the agency does not believe that the
term "anti-inflammatory” should be
included in the OTC atatement of
identity for products containing
hydrocortisone, Inclugion of the term
*gnti-inflammatory™ (n the statement of
identity may suggest to consumers that
the product is intended for self-
medicating serious conditions that
should be treated by a doctor. The term
“anti-inflammatory” may be used in the
professional labeling of products
contaiaing hydrocortisone, as described
in the clasa labeling guideline for topical
corticosteroids {Ref. 1).

As mentioned in comment 28 above,
the agency believes that the Panel's
recommended Indication needs to be
reviged to emphasize the QTC use of
hydroceortisone preparations to relieve
itching. The agency forther believes that
“Inflammation™ could be included as an
optional descriptive term in the
indication statement for hydrocortisone,
30 long as it is related to the relief of
itching associated with the nonserious
conditions included in the recommerded
indication, Therefore, the agency is
proposing the following optional
indicetion to be added as
£ 348.50{b)[3){ii) of the tentative inai
monograph: "For the temporary relief of
itching mssociated with minor skin
irritations, inflammation, and rashes due
to™ (select one or more of tha following:
“eczemas,” "insect bites,” "poison ivy,
poison oak, or poison sumac,” “soaps,”
“detergents,” “cosmetics,” "jewelry,”)
(which may be followed by: “and for
external” {select one or more of the
following: “genital.” “feminine.” and
“anal"} “itching.") The agency believes
that the above indication will inform
consumers about the ant-inflammatory
prapetties of hydrocortisone while
limiting its OTC use to specific
nenserious conditions and thus help to
prevent misuse of hydorcortisone for
inflammation asseciated with infection.
Further, the agency believea that the
warning proposed as § 348.50(c)(1)(iii),
"|f condition worsens, or if symptoms
peraist for mote than 7 days or clear up
and occur egaln within a few days,
discontinue use of this product and
consult a” [select one of the following:
“physician™ or “dostor,™) provides
additicnal protection to consumers
egainet such miguse.

Referenca )

(1) Food and Drug Adminigtrallon, “Topical
Corticonterpids Claas Lebeling Guideline,”
Dnck;i No. 518-0z74. Dockets Management -
Bran

34. Two comments disagreed with the
Penel's warning {n § 348.50(c)(1)(Li).
which states “H condition worsens, or if
symptoma perasist for more than 7 days,
discontinue use of this product and
consult a pbysician.," The comments
noted that existing FDA warnings for
counterirritants and topical salicylates
in 21 CFR 389.20 direct consumers to
congult & physician if pain persists for
more than 10 days. One comment stated
that in light of the excellent safety
record of external analgesic products
and in the absence of any data to the
contrary, the 10-day use limitation
should be retained.

The agency agrees with the Panel that
7 days is sufficient time for the
consumer to self-treat with external
analgesic products before consulting a
physician. If symptoms persist after 7
days, there may be an underlying

.- disease or condition that reguires a

physician's diagnosis and treatment, _
and continuing to self-treat for more
than 7 days may delay proper reaiment.
Furthermore, prolonged duration of use
can increase the incidence of sensitivity
and decrease effectiveness of external
analgesic ingredients. As stated by the
Panel at 44 FR 63781 these ingredients
can have a direct ifritating effest or may
produce sensilization from prolonged or
repeated contact with the skin. For
example, the Pane] pointed out that
patients may develop tolerance to the
effectiveness of tripelennamine
hydrachloride and dipbenhydramine
hydrochloride or become sensitive to
these drugs after more than 7 days of
uge (44 FR 62809 and 89839}, When the
final monograph for external analgesic
drug products is published. those parts
of § 365.20 covered by the monograph
will be deleted.

31. One comment objected to the
Panel's recommended waming in
§ 348.50{c)(2}{#i) for counterirritants, “Do
not bandzge.” The comment argued that
it is common practice in alhletic treining
prccedures {o cover injuries after
applying counterirritants either to
protect clothing or to increase the
stirnulation of cutaneous receptors. The
comment suggested thet & waming such
as "Bandage with cauton” be
substituted for the Panel's warning.

The agency agrees with the comment
that it is desirable to protect clothing
From stains by covering the application
site, but helieves that such covering
should not be tightly appiied. The
agency is not aware of any evidence

that the risk of adverse reactions to
counterirritants increases when the
application site {s lghtly covered, bot it
aware that under tight bandaging or
occlusive dressing there is an increasec
risk of irritation, redness, or blistering.
The Panel did not provide spedific
reasons for recommending the warning
“Do not bandage" for counterlrritants.
However, counterirritants are, as the
name itself implies. irritating, and
acclusfon by tight bandaging may
increase their absorption through the
skin. Therfore, it is proposed in this

‘tentative final monograph that the

Panel's recommended warning “Do not
bandage"” be revised to *Do not bandag
tightly.” The agency believes that this
warning is more helpful to consumers
because it provides more specific
informatlon and is therefore clearer the
the warnings proposed by the commen:
. 32. One comment requested that the
minimum age restriction for use of
topical analgesic, anesthetle, and
antipruritie ingradients be changed For
2 years io 8 months of age. The comme
argued that because the Panel defined
adult skin as "skin that is older than 8
months of age” (44 FR 89773), because
the effect of occlusion under a diaper
can be taken care of by use of an
appropriate warning, and becausa a
child under 2 years of age is well able 1
communicate pain by crying. these
ingredients can be used safely on
children over 8 months of age. In
addition, the comment stated that thes:
products are particularly useful for
crawling infants who receive minor
scratches, with related discomfort, tha:
do not require a doctor's care. '
The agancy believes that external
anz!gesic drug products should not be
used on children under 2 years of age
except as recommended by a physicia:
Althaugh it is true that by 8 months of
age B child’s skin is similar to an adult
with regard to drug absorption, there a
enough other differences betwen aduit
and children under 2 years of age to
require different standards of practice
the use of drugs, Children 2 vears of ag
above are just beginning to learn to
communicate verbatly in expressing
their symptoms to a parent. At less ths
2 years of age, the infan? is more passi’
and less able to express and localize
symptormns. Occlusion from a diaper,
from lying on a waterproof mattress, o
from body folds touching each other cs
enhance cutaneous absorption that car
result in systemic effects in infants wh
do not have fully develaped drug
metabolisi systems. Analgesic drugs
can also be corvosive to infants' skin
under occlusion. Parents could be
wamed againgt occlusion from a diape
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but it would be difficult to warm them
adequately against less obvious
occlusion. Therefore, the agency agrees
with the Panel that limiting use of these
products to children Z years of age or
older except under the advice and
supervision of a physician is necessary
to provide an'adequate margin of safety.

1. The Agency's Tentative Adoption of
the Panel's Repart

A. Summary af Ingredient Cotegaries -
and Testing af Category If and Cotegory
Iif Conditions

1. Summary af ingredfent categories.
The ngency has reviewed all the claimed
active ingredients pubmitted to the
Panel, as well as other datd and
information available at this time. and
congurs with the Panels categorization
of ingredients except for camphorated
metacresol and methapyrilene
hydrochloride. {See paragraphs 11 and
15 under "Summary of the Agency's
Changes in the Panel's
Recommendations” below.) For the
convenience of the reader, the following
tables are included as summaries of the
categorization of active ingredients
recommended by the Panel and
proposed by the agency.
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2. Testing of Caiegory il ond Categary
I{I conditions. The Pane! recommended
testing guidelines for'external analgesic
drug products (44 FR 689857). The agency
is offering these guidélines as the
Panei's recommendations without
adopting them or making any formal
comment on them. {See comment 14
abave.)

Interested persons may communicate
with the agency about the submission of
data and information to demonstrate the
safety or effectiveness of any external
analgesic ingredient or condition
included in the reviaw by following the
procedures cutlined in the agency's
policy statement published in the
Federal Ragixter of September 25, 1081
(46 FR 47740). This policy statement
includes procedures for the-submission
and review of proposed protocels,
agency meetings with industry or other

- interested persons, and agency
communications on submitted test data
and other informatjon.

B, Summary of the Agency's Changes in
the Panel's Recommendations
. FDA has considered the comments
and other relevant information and
concludes that it will tentatively adopt
the Panel’s report and recommended
monograph with the changes described
in FDA’s responses to the comments
above and with other changes described.
*in the summary below. A summary of
the changes made in the Panel's
conclusions and recommendations
follows.

1. The agency is proposing to include
the comhination of camphor and
menthot in this tentative final
monograph in new § 348.20{a){6). (See
comment 12 ahove.}

2. The agency proposes that 4.7
percent phenol be included in this
tentative final monograph when it is
combined with 10.8 percent camphor in
accordance with § 346.20{a){4). {See
comment 13 sbove.)

3. The agency propoges changing
the term “antipruritic.” the Panel's
recommended statement of identity for
hydrecerlisone products, to “antipruritic
(anti-itch),” “enti-itch,” antipruritic
(anti-itch) finsert dosage form, e.g.
cream, lotion. ar cintment}, 'or “anti-itch
finsert dosage form. e.g., cream, Iotion,
or gintment)." (See comment 21 shove.}

4. Alternatives to the Panel's
recommended statement of identity,

. "external analgesic,” are being proposed

in § 348.50(a}{1) as “external analgesic,"
“topical analgesic,” or “pain rélieving
{insert dosage form, e.g.. cream, lotion,
or pintment)." {See commen! 20 sbove.)
5. The agency proposes that terms
Suﬁh as "fﬂst.“ "promp"l‘.." «swﬂ-t'n
“sudden,” and “immediate.” which were
classified by the Panel as Category 11,
arnd statementls such as “penetrating
heal reliel" are outside the scope of the
OTC drug review because they do not
signal any property that is imporiant to
the safe and effective use of OTC
external analgesic drug products. Claims |
such as "penetrating pain relief” do

" describe therepeutically significant

performance characteristics of OTC
counterirritant active ingredients and
are included under a fiew section,

- § 348.50(b}(4), “Other allawable

statements.” {See comment 26 above.}

8. The 7-day warning recommended
by the Panel for external analgesic drug
products in § 348.50{c)(1)(ili) has been
revised and is being propdsed as follows
in § 348.50{c)(1){iii): "If condition
worsens, or if symptoms persist for more

" than 7 days or clear up and occur again

within a few days, discontinue use of
this product and consult a” {select one
of the following: “physician® or
“doctor”). {See comment 27 above.}

7. The indications for analgesic,
anesthetic, and antipruritic ingredients
and for counterirritant Ingredients are
proposed in § 348.50(b} to allow the
optional use of terms describing the
conditions relieved by these ingredients
and to include the general claim “for the
relief of itching” for antipruritic
ingredients. To improve consumer
understanding, the agency proposes
deletion of the term "dermatitis” from
the indications for hydrocortisone drug
products, whila it proposes to add
“feminine itching.” The agency is also
proposing an optional indication for
hydrocortisone drug products. (See
comments 22, 27, 28, and 29 sbove.}

8. The agency is proposing the
following warning in § 348.50(c){7} fo1
hydrocortisone products that are labeled
with the opticnal indication of external
genital or feminine itching: Do not use
if you have a veginal discharge. Consult
a" {select one of the following:
“physician” or "doctar”}). (See comment
27 shove.)

9. To provide clearer and more
specific information to consumers, the
agency proposes to revise the Panel's
recommended warning for
counterirritanis in § 348.50{c)(2){}i) o
state: “Do not bandege tighily.” {See
comment 31 abave.)
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10. The following are agency-initiated
changes in the Panel's recommended
monograph based on the format and
style of reécently published monographs:
- &. Secton 348,10(a) has been
redesignated § 348.12 and § 348.1C{b)
has been redesignated § 348.10.

t. The agency has redesignated
proposed Subpart D of the monograph
as Subpart C, placing the labeling
sectiona under Sabpart C.

c. The definitions sections has been
revised to include only those definitions
considered necessary for this tentative
final monograph. The definitions under
age for “infant, child. and adult” and the
term “cutaneous sensory receptor” were
deleted because they are not used in the
labeling proposed in the tentative final
monograph. The definitlons for "topical
analgesic” and "topical anesthetic”
were combined under a new definition
“analgesic, anesthetic” because the
actions of a topical analgesic and a

- topical anesthetic are similar, and no
distinction is made in the proposed
indications section . (See comment 24
above.} A definitign for camphorated
metacresol hag been added because the
complex has been included in the
monograph. [See comment 13 abave.)

d. The subgroups of active ingredients
listed in §§ 348.10 and 348.12 have been
identified with beadings that are in
accordance with the Panel's :
recormmendations,

e. In an efffort to simplify OTC drug
labeling, the agency proposed in a
number of tentative fual monographs te
substitute the word “doctor” for
“physician*in OTC drug rmanographs on
the basis that the word “doctor” is more
commonly used and better understood-
by consumers. Based on comments
received to these proposals, the agency
has determined that final monographa
and other applicable OTC drug
regulations will give manufacturers the
option of using etther the word
“physician” or the word “doctor.” This
tentative final monograph proposes that
option.

f. The Parel’s recommended weming
in § 348.50{c}(1}(iv} has been deleted,
and the fotlowing statement has heen
included under the directions in
proposed § 348.50(d): “'Children under 2
years of age: consult a" (select one of
the following: “physician” or “doctor™).

11. The agency has reciassified
methapytilene hydrochloride from
Category I to Category Il as an OTC
external analgesic ingredient. A
tentsHve final rule for nighttime sleep-
aid., published in the Federal Register of
Juna 13, 1878 (43 FR 25544), proposed to
place methapyrilene in Category II
because of preliminary studies
Impiicating this drug as a carcicogen, or

Published in the FEDERAL REGISTER in 1983 (Vol. 4B) DODE P 2@

a carcinogen synerglst with nltrates, in
rats. However, at that time. the smudies

. were too preliminary to support a

definitive finding of carcinogenicity for
methapyrilene itself that would
necessitate its immediate removal from
all praducts {n the OTC drug market.
On May 1, 1979, the agency received
an interim report from the Netiona!l
Cancer Institute (NCI) regarding
carcinogenicity studies performed with
methapyrilene at the Frederick Cancer
Research Center, The rasuits of these

-studies have been published by Lijinsky,

Reuber, and Blackwell [Ref. 1). The NIC
interim report stated that methapyrilene
{s a potent carcinogen in rets and must
be considered a potential carcinogen in
man. FDA reviewed this report and
concurred with ite conclusions, Industry
agreed to a request from the agency to
recall all methapyrilene-containing
products from the market voluntarily.
On June 15, 1979, FDA issued & recall
letter to all manufacturers holding an
approved new drug application {NDA}
for products contalning methapyrilene,
This voluntary recall has virtually
eliminated drug products containing
methapyrilene from the marketplace. All
human drugs containing methapyrilene
for systemic or topical use are currently
regarded as new drugs within the
meaning of section 201{p) of the act (21
U.S.C. 321(p) and are subject to ¥
regulatory action under sections 502 and
505 of the act (21 U.S.C, 352 and 355).

Reference

{I) Lijinsky, W., M. D. Reuber, gnd B. N.
Blackwell, “Liver Tumers Induced in Rats by
Chromic Oral Administration of the Common
Antihistamine Methapyrilene
Hydrochloride,” Scienca, 208:917-819, 1980.

12, Thymol has been deleted from
recommended § 348.20(b}{1}{il) es an -
ingredient for inclusion in combinations
of external analgesic active ingredients.
The Panel classified thymol as Category
IN. Thymol was inadvertently included

. in the Panel's recommended nonograph.

The agency tentatively concurs with the
Panel's Categary IT classification of
thymol and is correcting this error in the
monograph.

13. The agency is proposing to lower
the upper concentration timit for phenol
and phenolate sodium frem 2 percent to
1.5 percent in external analgesic drug
products. Monographs for ather OTC
drug products for external use limit the
concentration of phenol to 1.5 percent.
for exarmple, the tentative final
monograph for OTC Antimicrobial 1
drug products classifled concentrations
of phenol exceeding 1.5 percent as
Category II for safety when used in
antimicrobial soaps. patient
preoperative skin preparatons, health-

care personnel handwashes, skin
antizeptics, skin wound cleansers, gkin
wound products, and surgical hand
scrubs. The agency stated in this
document that the vae of phenol in
concentrations of 2 percent ot more has
caused serous hezards, including

- gangrene, mummification, and even

coma (January 8, 1978; 43 FR, 1227}, The
Panel on OTC Dentifrices and Dental
Care Drug Praducts also placed phenol
in concentrations above 1.5 percent in
Category II aa an oral macosal analgesic
(May 25, 1982; 47 FR 22738). The upper
concentration limit of phenolate sodium,
the sodium salt of-phenol, is also being
lowered to 1.5 percent so that it has the
same limit as phenol. :

An excepton to this upper limit of 1.5
percent phenal has been made for
phenol when combined with camphor.
The agency has proposed that 4.7
percent phenol may be safely combined
with 10.8 percent camphor. {See
comment 13 above.}

14. The agency proposes that the
warning recommmended by the Panel in
§ 348.50{c)(5) for produats contalning
phenol pertains also to products
containing phenolate sodium and
camphorated metacresol, and has
amended tha tentative final monograph’
accordingly in § 348.50(c)(5). The agency
notes that the Panel used slightly
different wording in the warmnings it
recormmended in § 346.50(c){3}, (5). and
{6) to convey the same message. To
prevent consumer confusion, the agency
haa proposed the same wording, where
applicable, in the warning statements in
these sections. The Language in these
warnings is taken from a similar
warning that the agency proposed for
topical antimictobial drug products in
the Federal Register of July 8, 1982 [47
FR 29986].

15. The agency is proposing o classify
camphorated metacresol as Category I
for safety and effectiveness and is
including a definition of camphorated
metacresol in § 348.3{b}—{See comment
13 above.)

18. For ease of understanding hy
consumers, the egency propases to
revise the warning recommended by the
Pane! in § 348.50{cj(3)(ii) as follows:
“This product stains skin and clothing
yellow,”

The agency advisea that thase parts of
§§ 310.201(a) (19) and (23}, 369.20 and
369.21 applicable to externel analgesic
drug products will be revoked at the
time that this monograph becomes

. eifective.

The agency has examined the
econcmic consequences of this proposed
rulemaking and has determined that it
does not require either a Regulatory
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Impact Analysis, 8 specified in
Executive Order 12291, or a Regulatory
Flexibility Analysis, ag defined in the
Regulatory Flexibility Act (Pub. L. 86-
354).

Some external analgesic drug
procacts may have to ba reformulated to
delete nonmonegraph ingredients;
however, there are a number of
Category 1 ingredients available for
reformuiztion. The agency believes that
minimal testing of nonmonograph
ingredients will be dene becauge af the
avalilability of other ingradients for
reformulation, Manufacturers will have
up to 12 months to revise their product
labeling. In most cases, this will be done
at the next printing so thet minimal
costs should be incurred. Thus, the
impact of the proposed rule, if
implemented. appears to be minimal.
Therefore, the agency concludes that the
proposed rale is not 3 major rule as
defined in Executive Order 12291,
Further, the agency cerlifies that the
proposed rule, if implemented, will not
have a significant economic impact on a
substantial number of small entities as
defined in the Regulatory Flexibility AclL

The agency invites public cormment ~
regarding any substantial or significant
ecohomic impact that this rulemaking
would have on OTC external analgesic
drug products. Types of impact may
include, but are not limited to, costs
associated with product testing,
relabeling, repackaging, or
reformulating. Comments regarding the
impact of this rilemaking on OTC
external analgesic drug products should
be accompanied by appropriate .
documentation. Because the agency has
not previously invited specific comment
ont the economic impact of the OTC drug
review on external analgesic drug
products, a period of 120 deys {rom the
date of publication of this proposed
rulemaking in the Fedaral Register will
be provided for comments on this
subject to be developed and submitied.
The agency will evaluate any comments
and supporting-data that are received
and will reaseess the economic impact
of this rulemaking in the preamble to the
final rule.

The agency has carefully considered
the potential environmenial effects of
this proposal and has concluded that the
action will not have & significant impact
on the human environment and that an
environmental impact statement
therefore will not be prepared. The
agency's finding of hio significant impact,
and the evidence supporting this finding,
is contained in an environmental
assessment {under 21 CFR 25.31.
proposed in the Federal Register of
December 11, 1979; 44 FR 71742), which

may be seen in the Dockets
Management Branch, Food'and Drug
Administration.

List of Subjects In 21 CFR Part 348

OTC drugs: External analgesics.

Therefore, under the Federa! Food.
Dirug, and Cosmetic Act (secs. 201(p).
502, 505, 701, 52 Stat. 1041-1042 as
amended, 1050~1053 as amended, 1055~
1056 as amended by 70 Stat. 918 and 72
Stat. $481{21 U.S.C. 321(p). 352, 355, 371)),
and the Administrative Procedure Act
(secs. 4. 5, and 10, 60 Stat. 238 and 243 as
amended (5 U.5.C. 553, 554, 702, 703,
704)), and under 21 CFR 5.11 &s revised
{see 47 FR 16010; April 14, 1982}, it is
proposed that Subehapter D of Chapter 1
of Title 21 of the Code of Federal
Regulations be amended by adding n -w
Part 348 to read as follows:

PART 348—EXTERNAL ANALGESIC
PRUG FRODUCTS FOR OVER-THE-
COUNTER HUMAN USE .
Subpert A—~General Provisions

Sec.

348.1 - Scope.

348.2 Definitions.

Subpart B—Externa) Anaigesic Active

‘ingredients

348.1¢ Analgesic, anesthetic, and
antipruritic active ingredients.

345.12 Counterfrritant aclive ingredients.

348.20 Permitted combinations of active
ingredients.

Subpart C—Labeling

34850 Labeling of external analgesic drug
products. -

Autherity: Secs. 201 {p}. 501, 502, 503, 701.
52 Stat. 1041-1042 as amended, 1050-1053 as
amended, 1055-1056 as amended by 70 Stat.
919 and 72 Stat. 548 (21 U.S.C. 321{p), 352, 355,
371): necs, 4, 5. and 10, 60 Stal. 295 and 243 as
amended (5 U.S.C. 553, 554. 702, 703, 704).

Subpart A—General Provisiona

§348.1 Scope.

(a} An over-the-counter external
analgesic drug product in a form-
suitable for topicel administration is
generally recognized as safe and
effective and is not misbranded if it
meets each condition in this part and
each general condition established in
§ 330.1.

[b) References in this part to
regulatory sections of the Code of
Federal Regulationa are to Cheapter I of
Title 21 unless otherwise noted.

§ 348,13 Definitions.

As used in this part:

(a) Analgesic, anesthetic. A topically
{externally) epplied drug that relieves
pain by depressing cutaneous sensory
receplors.

{b) Antipruritic. A topically
{exiemnally) appiied drug that relieves
itching by depressing cutaneous sensory
receptors. -

(c) Camphorated metacresol A
cermplex consisting of camphor and
metacresol combined in a ratio of 3
parts camphor to 1 part metacresol.

{d) Counterirritant. A topically
{externally) applied drug that causes
frritation or mild inflammation of the
ekin for the purpose of relieving pain in
muscles, joinls, or viscera distal to the
site of application by stimulating
cutaneous sensory receptors.

(e} External analgesic. A topically
(externally) applied drug that haga °
topical analgesic, anesthetic, or
antipruritic effect by depressing
cutaneous sensory receptors, or that hag
a topical counterirritent effect by
stimulating cutaneous sensory recepiors.

“Subpart B—Active Ingredients

§ 348.10 Analgesic, apesthetic, and
entipruritic active ingredients.

The active ingredients of the product
cansist af any of Lhe following, within
the established concentration for each
ingredient:

(2) Amine and “caine™-type local
anesthetics.

(1) Bensocaine 5 to 20 percent.

- {2) Butamben picrate 1 percent.

(3) Dibucaine 0.25 to 1 percent.

(4) Dibucaine hydrochloride 0.25 to 1
vercent.

{5) Dimethisoguin hydrochloride 0.3 to
15 percent. .

{8) Dyclonine hydrochloride 05101
percent.

{7} Lidocaine .5 to 4 percent.

{8) Lidocaine hydrochloride 0.5 to 4
percent.

{9) Pramoxine hydrochioride 0.5 to 1
percent.

" (10) Tetracaine 1 to 2 percent.

{11) Tetracaine hydrochloride 1 to 2-
percent. :

{b) Alcahois and heiones.

{1) Benzyl alcahol 10 to 33 percent.

{2} Camphor 0.1 to 3 percent.

(3] Camphor 3 to 10.8 percent when
combined with phenol in accordance
with § 348.20(a)[4).

{4) Camphotated metacresol (camphor
3 to 10.8 percent and metacresol 1 to 3.6
percent}.

{5) Jjuniper tar 1 to § percent.

(6) Menthol 0.1 to 1 percent.

{7) Pherol 0.5 to 1.5 percent.

{8) Fhenol 4.7 percent when combined
with camphor in accordance with
§ 348.20(s)(4].

{8) Phenola*e sodium 0.5 to 1.5
percent.

{10) Resorc 101 0.5 o 3 percent.
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(e} Antihistamines. (b) Combingtions of external more of the following: “minor burns,”
{1) Diphenhydramire hydrchloride t  analgesic active ingredients and other *sunburn,” “minor cuts,” “scrapes,”
to 2 percent. active ingredients.—{1) Any ingredient “insect bites,” or “minor skin
(2) Tripelennamine hydrochloride 0.5 identified in § 348.10[a)}, (b}, or [¢), or irritations.”))
to 2 percent. any combination identified in paragraph (3) For products conraining uay

{d) Hydrocortisone pregarations.

[1) Hydrocortisone 0.25 to 0.5 percent.

{2) Hydrocortisone acelate 0.25 (o 0.5
percent.

§ 348.12 Courrlerirritant active iIngredieants,

The aclive Ingredients of Lhe product
consist of any of the following within
the established concentration for each
ingredient:

{a} Irrdtants that producer redness—
(1} Allyl isothiocyanate 0.5 to 5 percenl

{2} Sirong ammonia soletion, diluted
to contain 1 to 2.5 percent ammonia.

(3} Mathyl zalicylate 10 to 80 percent.

{4) Turpentine oil 8 to 50 percent.

(b) Irr7tants that produce cooling
sensation.—{1) Camphor exceeding 3
percent to 11 perceni

(2) Menthol 125 to 16 percent.

(c) Irritants that produce
vasodilation—{1) Histamine
dihydrochloride 0,025 to 0.10 percent.

(2} Methyl nicotinate 0.25 to 1 percent.

[d) Irritants that do not produce
redness.—{1) Capsaicin 0.025 to D.25
percent.

{2) Capsicum containing 0.025 to 0.25
percent capsaicin.

{3) Capsicum oleoresin contatning
0.025 to 0.25 percent capsaicin.

§348,20 Premitted combinationa of active

ingredients. .
- (a) Combinations of external
analgesic active ingredients.—{1) Any
ingredient identified In § 348.10{a) may
be combined with any ingredient
identified in § 348.10(b).

{2) Any ingredient identified in ."
§ 348.10(b) may be combined with any
ingredient in § 348.10[c).

(3) Any ingredient identified in
§ 248.10(b)(1), (5). (7). (9), and (10} may
be combined with camphor and menthol
identified in § 348.10(b)(2) and {6}

{4) Camphor and phenol indentified in
§ 348.10({b}{3) and {8} may be combined
in a light mineral oil, USP vehicle.

{5) Any two, three, or four ingredients
indentified in § 348.12 may be combined

-provided that the comhbination contains

no more than one active ingredient from
each group identified in § 348.12(a), (b,
(), and (d).

{6) Camphor identified in
§ 348.12(h)(1) may be combined with
menthol identified in § 348.12(b){2).

{7) Camphor and menthol identified in
& 348.20(a){6) may be combined with
any one, two, or three ingredienis
identifled in § 348.12 provided the
combination contains no more than one
ingrediant from each group identified in
§ 348.12(a), {c), and (d).

{a)(i} [2), or (3] of this section may be
combined with any generally recognized
safe and effective zkin proteciant active
ingredient or skin protectant
combination identified in Part 347
provided the product is labeled for the
concurrent symptoms.

{2) Any ingredient identified in
$ 348.10(a}, (b), or (c) or any
combination identified in paragraph
{2)(1), {2), or {3) of this section may be
combined with any generally recoghized
safe and effective topical antimicrobial
active ingredient or topical
antimicroblal combination identified in
Part 333, Subpart A, provided the
product is labeled for the concurrent

symptoms.
Subpart C—Labeling

334850 Labeling of external anaigesic
drug producis

{a) Statement of identity. The labeling
of the product contains the established
name of the drug, if any, and identifies
the product as follows:

(1) For products containing any
ingredien! identified in § 348.10fa), {b),
and (¢} and § 348.12. The labeling
identifies the product as an “external
analgesic,” “topical enalgesic,” or “pain
relieving (insert dosage form, e.g.,
cream, lotion, or ointment)."

(2} For products containing

. hydrocortisone ar hydrocortisone

ocetale identified in § 348.10{d). The
labeling identifies Lhe products aa
"gntipruritic (anti-itch)," “anti-itch.”
“antipruritic (anti-itch) {insert dosage
form, e.g., cream, lotlon, or ointment),”
or “anti-itch (insert dosage form, e.g.,
cream, loton, or ointment).”

[b) Indications. The labeling of the
product contains & statement of the
indications under the heading
“Indication{e)” that is limited to the
following:

(1) For products containing any
external analgesic active ingredients
fdentified in §348.12. "For the temporary
relief of minor aches and pains of
muacles and jointa" [which may be
followed by: “associated with" {select
one or more of the following: “simple
hackache,” “arthritls," “strains,”
“bruiges,” and “sprains.”]]

(2) For products containing any
external apalgesic active Ingredients
Identified in §348.10(a}, (b), and {c). "For
the temporary relief of* (select one of
the following: “patn,” “itching,” or “pain
and jtching") (which may be followed
by: “associated with" (select one or

extetnal analgesic active ingredients
identified in §348.10(d). The jabeling of
the product contains one of the
following Indications: (i} “For the
temparary relief of itching associated
with minor skin irritations and rashes” *
{which may be followed by: “due to”
(select one or more of the following:
“eczema,” “insect bites,” “poison ivy,

" poison oak; or poison sumac,” “soaps,”

“detergents,” “cosmetics,” “jewelry,”)
and/or {“and for external” {select one or
more of the following: “genilal,” -
“feminine,” and "anal”] “itching.")}

(i) “For the temporary relief of itching
aspociated with minor skin Irritatdons,
Inftammation, and rashes due to” {select
one or more of the following: “eczema,”
“insect bites," “poison ivy, poison oak,
poison sumac,” “scaps,” “detergenls,’”
“cosmetics,” and “jewelry™) (which may
be followed by: “and for external”
(select one or more of the foliowing:
“genital,” "feminine," and “'anal™
“jtching.”) .

(4) Other allowable statments. In
addition to the required information
apecified in this paragraph and in
paragraphs (a}. (b), [c), and (d) of this
section, the labeling of the product may
contain any of the following statements,
as appropriate for the product's
formulation, provirled suchk statements
are neither placed in direct conjuction
with information required to appear in
the labeling nor occupy labeling space
with greater prominence or
conspicuousness than the required

" informalion.

(i) Far products containing ony
ingredient identified in §348.12,

{a) (optional: “provides™) “penetrating
pain relief,”

(b} [optional: “provides™) “warming
pain reliel.”

{c) (optional: “provides”) “cooling
pain relief."

{il} [Reserved]

(c} Warnings. The labeling of the
product contains the following
statements under the heading
“Warnings.”

(1) For products containing any
externol analgesic active ingrediem
identified in §§348.10 and 348.12. (i) “Far
external use only.”

{ii} “Avoid contact with the eyes.”

{iii} *If condition worsens, or if
symptoms persist for more than 7 days
or clear up and occur again within a faw
deys, discontnue use of this product
and consolt 8" [(selact one of the
following: “physician" or “doclor™.
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{2) For preducts containing any
externol anolgesic octive ingredieat
identified in §348.22. (i} Do not apply to
wounds or damaged skin.”

(ii} "Do not bandage tightly.”

(3} For producis containing butamben
picrate identified in §348.10(u)f2). (1)
“Do not apply over iarge areas of the
body.” ’

{ii) *This product stains skin and
clothing yellow.”

(4) For products containing any
external analgesic active ingredient
identified in §348.10(a)(3}. {4}, (7). {8}.
f16}. and {11}. "Do not usge in large
quantities, particularly over raw
surfaces or blistered areas.”

{5) For products conlaining
comphorated melacresol! identiffed in
§348.10th)f4}, phenol identified in
£348.10(0){7} and {8), and phenolale
sodium identified In §348.20{b}(8). “Do
not apply cver large areas of the body or
bandage.” ) .

{6) For products contuining resorcino]
identified in §348.10(b){10} "Do not
apply over large areas of the body.”

{7) For preducts canlaining .
hydrocortisone preparations identified
in §348.10(d) (1] and (2} thot are lobeled
wrth the indications *** * * for external
genitel jtching,” ar ** * * for external
fefining itching.” *Do not use if you
have a vaginal discharge. Consulta"
{select one of the following: "“physician™
or "doctor”). -

{d) Directions. The labeling of the
product contains the following
statement under the heading

-“Directions™: Adults ond children 2

years of age ond older: Apply to
affected area not more than 3 to 4 times
daily. Children under Z years of age:
consult a [select one of the following:
physician ar dector]. -

Interested persons msay, on or hefore
April 11, 1983 submit to the Dockets
Management Branch (HFA~395). Food
and Drug Administration, Rm. 462, 5800

. Fishers Lane, Rockville, MD 20857,

written comments, objections. or
requests for oral hearing before the
Commissioner on the proposed
regulation. A request for an oral hearing .
must specify points to be covered and
time requested. Written comments on
the agency's economic impsact
determination may be submitted on or -
before June B, 1983. Three copies‘of all
commenis. objections, and reques!s are
to be gubmitted, except that individuals
may submit one copy. Comments,
objections, and requests are to be
identified with the docket number found
in brackets in the heeding of this
document and may be accompanied by
& suppoerting memorandum or brief.
Comments, objections, and requests
may be seen in the above office between
9 a.m. and 4 p.m., Monday through
Friday. Any scheduled oral hearing will
be announced in the Federal Register.
Interested persons, on or before
February 8, 1984 may also submit in
writing new data demonstrating the
safety and effectiveness of those
conditions not classified in Category I
Written comments on the new data may

be submitted on or before Apri! 9, 1984.
These dates are consistent with the time
periods specified in the agency's final
rule revising the procedural regulations
for reviewing and classifying OTC
drugs. published in the Federal Register
of September 28, 1981 (46 FR 47730},
Three copies of all data and comments
on the data are to be submitted, except
that individuals may submit one copy.
and ell data and comments are to be
identified with the docket number found
in brackets in the heading of this
document. Data and comments should
be addressed to the Dockets
Management Branch (HFA-305)
[address above). Received data and
comments may also be seen in the
above office between 9 a.tn. and 4 p.m.,
Monday through Friday.

In establishing & final monograph, the
agency will ordinarily consider only
data submitted prior to the closing of the
administrative record on April 9, 1984,
Deala submitted after the closing of the
administrative record will be reviewed
by the agency only after a final
monograph is published in the Federal
Register unless the Commissioner finds
good cause has been shown that
warrants earlier consideration.

Dated: [anuary 19, 1983.
Arthur Hull Hayes, Jr.
Commissioner of Fopd and Drugs.
Richard 5. Schweiker,
Secretory of Health and Human Services.

|FR Doc. &-307 Filed 2-7-82: &:44 orn|
BILLING CODE 4380-01-M
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